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R- & t < liiffitl lw|WJ — <D7 \ / mss^ij £^Tt & 9 - 

M&Mttzl±^<DiM.t<Dffi'&V£$:^\:'£it& / {\:'£- ! y!)tfzl£ J t<Difi. : $:^^fL'C%:2> 

[ 14 ] mm -% : i ttz (±iE^ij#-^ : 3 xmt> zti2>7<y bmw t ra— *> t 

< ii^iKw^R-*oT ^ ^aREayii *^rt* 

fcli *-*>&£**•*- %>7zf~7, b=S * h-'>^ 
> 7y K— >'^.> iSliJfiLilE^ 14$l 

gg|ff$. JffiliftiE, Ti«lltf (^U x. ti'. TSttfk'h 

A^> £UR&, Cushing#§> 

> « (Milt AMB) , IBItWI**. &MS 

*u 
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[1 5] 1 : 3X'mt>-£ti&7 < 

< <7)7$ /m@B^J£^A&Gg6®s£$:Ml'-feA*-^6®£ 

&7>? Zf— X h fc-^t LT&&$t>§c#i. XV- 

yx, TyK-yx, 

Mittgit#. rmimmmm rm^fmmmmTm, ti^ 

14/hA^> lUS^ Cushing#!, MXu y * 7 >ifiL^> 

> m (#Ix-{£> AM) ^ fBUcq^l^W, BM.1&&, i& 
jfiLfl^, r/X'j^TWV^ fcM14Mi&®o^Rr • 

[16] : 1 2 : 3 xmz tiz 7 5 y m@E^iJ i: IWI — i> L < 

ii^l® fit! K |b] - <o 7 ^ / m@B?'J £ 'aAf 1 2> G m 6 ® #:'®M V- -fe 7 9 - S fi ® t tz 
iZ-ZnUfr'* XT- tt^l.i 

M> WfSfttt#. X h-'>*, TvF-yX, WW-lfi'WM, 

msLmmjsm, nmmm, mmm, rm^mmmm mz. tf, rm 

TS#te/J'A$E> SM, SfcSS&A^ Cushing#!, H'/n 

xxxyjkm, « ( 08 x.wr, AM) IB 

-it^witw. BM.rn.rn, 'i >xv 

[17] SB^J#-^- : 1 £ /c(i@B^iJ#^ : 3 xmz ti& 7 $ / MSE?!! |W|- *> L < 

<£#$&£ fcl±*0£«r^LT*£|# 
It$tt£ltSk Ah T'> K-v*, lllttffil, 
fg&#i#;iK^ i^iaJfiL^N «•«!&»*, je#i^, rm^mtmm (Miit rs 

tefTltilit^gfF^, TS#tt/hA^, 3fcSEA^ Cushing#!, i^An 

7 ^ f 1 - >lfiL#i, > / >f'M x n^"^!‘^Ef^^) N 0 (^Ij x. I3f, AJHN®) > oB 

r/X'J>7WV^ 

[i 8] &&{£&&*&&&$: i ttzitmm^ : 3xmzixz7$ymmm 
i: |WJ — & b< Ji^RWt-ra— W7 5 X G^ '//^f 
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JtH-r&14£ilJ5El"& ^ t tSSW: -SfiRt 

[i 9] mmz^LT%z>mm%r-%: 1 *&&&&&&: 3 x~mzti 2 >T* 
sWMntn— i> l < nmMMizfsi—wr $ 
is*7?-s&Koi' ri-fi'fcmftMvs&w 'J> 

[2 o] mmmmm, ^ & 

m#i«^ M^mac, wt^ rmimimm m 

x.tf, TS#i£/J'A^ Cushing 

#1, A 

M) , IBUS^Pt*. PK##fs ®JfiLH^ >f^r/7W", fliE5S14 
, • *&a*?jM-c**±lB [19] SMftoau 

[2 1] PSSLSftWtwJtL'C, <DK?!l#f*: 1 4fc*±BByiJ#-^ : 3 -C^£*l&T5 
/miB?!Jh|^— i> t< Ji^KWKH— <7)75 ySfeBB^J*^t-*GSe«^!S 
l/-b/^-S6^ (DffiyiJ#-^- : l£fc»±BB?!l 

#-5§- : 3xmztizT$ smMntm— i> b<*±^»Wfcra-* <^r^ 

K«t 3 - K*t* 

#ij * * KSr^i“*^V * * V^-f- h\ : IlfcllE 

#!#■£• : 3Vm2fr&T $ S MMZPJ £ t< ttHKWiwR— ' ^)T5 /^SS^J 

* & G * > /t * R^Stll V* *fe 7 s * - 9 >'< 9 % t tz t±- Z<Dm. K*j"f & T =T 

TvF-yx, ilifi, fS&J?i*PSK& 1»it£ 

flS?ft;!E, TlBWftlSfcWt^ (^Jx.{f, TS#lu^#^S:T^. TII#tt/hA 

m, WM&. $fcSfig*a£> Cushing#!, if^n^^viUE, 

»^ifc&0SS£) > m (0fxJf, AJl-Jg) > E1»l*f, #K». ©«#e 
, r^r/7W-, mffimMttzim&M-MK<n^w - femij 

m, 

[ 22 ] t 0)@B^J#-i- : 1 1 : 3 xmz ft* r ^ 

y^iWMtwi— i> l< ttmtw»-ra— ;WLWM*^'%'tz>G*y^'7’M.£: 
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V-fe ~f 9 — 9 ® N ■%: Ki (D@S 

: 1 1 tz : 3 ti& 7 < y W.WM t rj— i> t < i lc 

Ki" Ztf') 7- ? VJrT- 7 9 V-XT- V 

7 * V*7- Y\ i jtttCDEyy#^ *• 

1 : 3 X~%:ZtL&7 < i> L < 

% tvk-v^, mmmwm, » 

BijfiL^ iffitfcPt#. “FSflMSflfcK# («***, TS4W*«t61&Tffi 

> Ti»Ai> 5fc$rogA^ Cushing#!. &l 

&&***>*&&&&&&&) > *B (09*. If. AM) > SB'tt^^#> 

|gf£ % l&JfiLlt^E. ^>'X , J>'Tl'^^-> Jjit&#14. fcte-l§ttl!i?&® 

<7)^m • 

[2 3] Mc#i> $->—>*, TvK-vA « 

m#§»^ $gm#§^)syM> msm^ &W& it#. ra^E> (#i 

x.if> T3l#tt'hA#> lUM^ Cushing 

^ ig^D7^f'/ii, #l 5PM* ;v^e Wilt A 
m) . SB'it^it#> bw#^ i&&mm., r^r/ri/^- bib»& 

„ BiBfi^iit fcii-)gl!£B?f£®<^E£ * rnWJ^^]S't' ; 5 > /wi6o®@5^!j#-f- : it 
I 3 7?0.£1n2> T ^ /StliE^J^RI- - & L < {£^®^C:|WJ— <^7 ^ ^ 

YttzlZZ 

Ot, (DlftW-sf- : lSfciiEmtf: 3 «^t 
*±£« W fc H— O 7 3 >> SfcBEFII 4r ■£> GUS ® **£M 

KSr^ — 7 9 Uir^f- F&H^fi" Zt^') 7 9 V^rT- K 

. i tzteQm m* : 1 4 : 3 1 ?*$ tL* r ^ / miB^J ^ W-* t ^ 

< ii^® w ic|Sj — (07 ^ £ ^rf ■?> G ^ "s }^>*7 U *•??-?> 

[2 4] Wfitilt^ TvF-y^ *S 
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mmwm, mm^ T&wmfcW-m- m 

x.ff> Cushing 

m, H/n7^f>M, ^ ^ (0!x.ti\ ± 

HMfi) . >f'/XV'/7W-, 

N • fp ^J £ Wi&t %>tzt) <7)®1B^J#-^- : 1 t 

/cfiSH^iJ#-^- : 3V^£ti&T $ ii L < X>7 ^ / 

^I^iJ£'a';£‘1"&G? >^7®^xll / -b7'^-^ K 

©mm^: ltfc&EMtt: 3xmzfo2>r$ 
t< teHKftJK|W|— <£>T^ /USE^JSr^i’^GSSR^aSl 

K&n*- >*•**;& sjOj * * F&^T 

-T & *° y * U * T K £ M W *^3£ Sfi^'J £ 7t fi * <7 > - U £ ^T L T * & *° V % 
?U*7h\ t/iliCDBeyiJ#-^: li/:twtf : 3t«S#i4T5/#SWI 
tm—i> l < n&Mftizm— <or $ s&bz&J*& : &1‘Z g * ysifSX&Mis* 

=f— * K7)fffl, 

[ 25 ] @ 5 ^j#-s§- : 1 1 *: tise^j#-^ : 3 xm?? $^75/ mse^J t m — *> t 

< tiUSWKl^— OTS S & GM&M&&MU-k'7 ? -M&Mt 

HHttfeW#* ^h-v*. Tv 

k-v/ n iiiti> n.mmnm 

„ TSi«tEltW WitA TS#mr^#tE1&T^ TiWAi, 

$te3*E*^ Cushing#!, ^To^^f-vjflL^ 

N 45 (0Hx.«\ j^mi 5) . ^ 

>7>j n^#i4> mmmmttzim^.mmm<o^ • $&&*?&*& 

WrT? -SS®S i 

[26] @fi?!l#-S§- : 1 £ fctiBERI#-^ : 3 T^fc> £ tL-2> 757 &SB?iJ £ PI— & L 

< liUJtW'fcH— X>T$ yW.WM*^^2> Giai^SWr/^ -SfiSt 

*->—*>*. Tv 

K-v*, m@UPrPfig> $t^#0IP!Jil^> ffiUBiflU^ 

. (M£«\ TMfrtt/hAJE, 

Cushing^. ig/n7^f>ii, 
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. « («*.«, am) . ib«^whe$. &&&&* ^ 

V-f/^ — - 1 *— h "C & & Cl <h 

[27] ’. 1 ^ • 3 Trlfefc) £ 75/ 1 1^— & L 

< -<7)7 ^ /^SB^JS: es'^'f' & GIl^S^xMl'-feT’^ — 

c: t yh — yX, Tv 

. ($1 x.(^> TS#fflr*«fBteT^ TS#14/hA^. 

5fe»EA^ Cushing^, ^-/n 9 ? ■f-VJfiLiE, 

5H&jSe{^S£) . #5 AIM) > 4 

>xr/7wv^, J3ijft#te. 

x hf^j^C: £ £$t§S1~'5>A'& 

[2 8] S?> 

<7>|£^Jt: : 2:$!l^t‘& £ t £#Sfcfci'&-tfB [2 5] ~ [2 7] lSi££>$£S?'A?£% 

& 

[29] ( 1 ) (DiS^J#-^- : 1 £ fctiSB^J#-^ • 3 t?^A $ 75/ ^@e^!l t 

[Wj — ^ l < (^ff^&CiWI— <7)7> 

iati:Mt2>7^[f^7'/^^[, ttzit (nxxf) ©mm^ 

'. 1 1. A{iIB^!l## ' 3 Tr^A^tL&T 5 /g&lliB^iJ |B|— & L < 

OT> /l^j^ttt^ -H0KS 

b (2) »$tt£l^> 

] — >/;^ 7yK—/^> ISJjl^W'SlEU fSJ^R^Ji^iE' iSSfla 

TiW'Ai, Cushing^, 

j^.,^ ;v^e n $5 (00*.^ Aflilfi) n 

#. ©mM#. r^r/TWV^ J3gE5S14, U8J»*«lt^tt*143S*®^ 
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[0 0 10 ] 

[3 0] (i) 1 : 3-e^^tL^T^ 

i> L< smwm*tt1r&Z£i:fflkb1r&Gm&WltfSL 

(i^T> 1 4 2 7 3 

j mwjMtz&Mzttm&t, oo 14273, ^awa* 
^y-f- t ^ ^ «> Jt«t 

dh^#mt-r^>-tSB [ 7 ] <DX9')-~'y7-%&. 

[ 31 ] (n mm.L?zmffim.z 1 4 2 7 3 , 

(ii) 1 4 2 7 3. 

f|5^7 0 ^ littL/d!tflSBW> 1 4 2 

#m^-r^±ie [ 7 ] <dx? ')-->???&. 

[3 2] ( i ) SlftL*]liJ»SfeSr 1 4 2 7 3 

. (ii) mnLfzmffiM&zv'umit&W)* 14273 

zt [ 7 ] ?>;*.* v-->^v£. 

[ 33 ] ( i ) 14273 

tzWi'kt, (ii) 14273 

<7>mmfhz &% ft $ L & 
tt^srWjeu [7] 

[3 4] (i) fiHflfttTtJffiflfimSr. 1 4 2 7 3 fcn- Kt*DNASr^t*D 

tSi®IW^»Ii:Ml/: 1 4 2 7 3 (ii) » 

ttbfcJBJKSWs 1 4 2 7 3 fc 

gattS-frfc^fcjStfS, «»Lfcll&JffiBSW> 1 4 2 7 3 

. ]£«■&- [ 7 ] < 7 )*? 

[35] ( i ) 14273 1 4 2 7 3 St^TT 

(ii) 1 4 2 7 3 J: CJ'WKft'&W* 1 4 
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2 7 3 1 4 2 7 3 

W&thZt*m$kt-lrZ>±M [7] 

[3 6] l 4 2 7 3$:ffiMnft^^, l 4 2 7 3 * =»- K*r*DN A*^ 

i; t: i Otif 1 4 2 7 
1 4 2 7 3 

^U; 1 4 2 7 3 1 4 2 7 3 

£$]5£U ik%ii-Z>ztZ!&fflit'tz>±m [7] 

[3 7] 1 4 2 7 3 [3 5] ttzit [3 

6] 

[38] 14273 

& JifB [8] <DX? ') — — K 

[3 9] 1 4 2 7 3 £n- 

1 4 2 7 3 Cl t ^^t^-f^-LfE [8] 

K 

[4 0] (1) *H(Dil/lr7^“SSSt^(Wit 

IfcV-feT 9 *- 

ge®, Vt tz\± J t<Dt&\z.&m : £^tzWj'&t' (2) 

(D^ft £ it fcfltJKM £ fc tiCD^Bfife $ titz'ik'frm t tz ^ l' -t 7* :/ - 

-^-<7)fI5^'^7 P; f‘ K£ (DHHIfe $ it 

] - [2 7] IBIROIftB^. 

[ 4 1] (i) ®mmzti?zmffiwttzte©m^'t'7? -M&ntfzitznmt 

mffiMt<Vffi'k& : $: : gi'\k-£ J £&MWiZtitzik / kW)ttzlZ J Z:<D-iM.%' &l' J t'?? — 

( 2 ) &m& 

X lKS)*tt $ it fcflt £ fc ti@ic3K8& £ itfcfb^ £ f± •£ Ola £ > ^V-tT 9 
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e ® ^ ^rr t z ®J5e1" & ^ t z #§£ t -r 

;z>±fB [2 5] - [2 7] S3^<7>flif?'A?£, 

[4 2] (i) 

m u ^ -f *? _ ^ g jf £ £ {± ^<7)U t Jiafl* ^ olS^-14 £ geft S ^ t tz {± 
g£ V-feA^ — liSK&'a'if't' Ate^<7)^J3&BiUIi5H-3lcM£'^ 
A^§'£H-i3&t&> 3ffiJ&r*lC a 2 C AMP£j£WJ*£ 

C: £ [2 5] ~ [2 7] 

[ 43 ] m.m^: it/c(i@sm^: 3'?&t>ztiz>T$;wsm£M-*>L 

< ^ yWM&l Sr'&^’t' & — H0K> 

'eog&^AA ®^#i> ®*S® 

^ tvk-v^> 

. i *mtm^ rmimmmm 

T^ TS#14/hA^> 3a3tEAi^> Cushing#!, ^7”n v ? A'vifiL^ 

^ ('Nx.t?, AIMS) , gBH^fil^ii^ 

©ifiiJSjSE, 'f >xo 

H:7^ — <- i: SrfllllS'f' 

2>tz*b<r>*v K is i.Xf 

[44] @£^! * 1 £ • 3 ^^.t> £ tL& 7 3 / ^@B^J t [WJ— & L- 

< — ^7 3. / @£@3^J&^'PTA %> 

M't‘^> 7 =A=- 7. h t. tz\$T y 9 zfzz^ > -C&&, (T)$t^#!, trY — 

Tv K- vX, 

Mu:®, TMMtitbl^# (f!)x.{^, TiHfotirlt^tEi&T-SE, 
tt/hA^E, ^gA#l, Cushing^, ^/07n>li, 

't ^ (#lx.fcf% A^^ffi) n p3'H^ : W^W^ 1& 

r^V^TWV^-, 
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[0 0 11 ] 

(&T. 1 4 2 7 3 tmiir 

tf&h) i z-rz\zmm ^ : 3t^$^75 ymurntm- 

i> L < or ^ V-f/* -ISft^l)o 

1 4 2 7 3l±, mz-tf, K b^BSIL W)%) (^iJx.(f> K y y Y , 'W 

^ 79, k7'A •>->. -9-;V^^) <7)£><b^&* («*.!*, 0£M 

% rvrmjfa, #K/3»> mw.yyy^y^y^m, 

a^huIi,. y y y)vy^> fHJ!£Jffl0eL. J2yf£$B0eL. 

m, mmmm, $ 5 *. m&s». ft&mm m, ^ 077 -^ t mm, b 

jj®j&, i-T-j-y^^y-M BJ&. JBiflfflJif.. tfrtp*#, IffM&tft, WWM, 1W) . 

W&M, ]|*:##fflJ&. #». #MB&. ILH«, 

i> l< t < t* 

) ^jfo3£^tf>*HJ&. t «*.!*, M, 

(M, ^M, MM&, &JS. Wfc, m^T£lk UffcTm 

N ±m&M, 3£ft. /MB. '<%MM, llifsa^. lli> $^x. mVtm, 0». BM 
) , "FiH£. 1. #01. Win. ffF0t. £*». f«I> BI<^. #®i. siJ 
W\ &Ji> 0tf. M4bW (#0. 7M, ^Ift) . Jfo.^. j i>01. BM. #01. ® 
TI, 5MgJflLS^. mr3l0^. ^L. ffl^:. 0P)fe. 0nM. TS. #. MtP. 

1 4 2 7 3 
[0 0 12 ] 

ge^ij#^- : life tegs^j#-^ : 3 xmt> zti&rzs W.WM t MMM k ra— *> 
75 /mse^'J^ lt(i, fUx-(i'. 1 : 3 

y\ J H@E?iJ t ?fo 8 5 %lcX-L, £pf t< (±9 0%J^_L> i *9#^ L< (il^J 9 5% 

: 1 1 tz : 3 xmt> zti&rsy mmn t msw 
iZ fgi-<oT5. smmwz&wirzmsMtLrit, eua, s m&&: 1 tom 
se^ij#-^ : sxmt>^fi^>T s. ;nm'\tn%mKm- < dt$ /mssb^jst^l. 
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3-c«*>$*L*T5y*E^e»***e*t* 

tt(±> ^!)x.i^ 0 K£o ■?">HfMiM£& 

£££7jrt*o Lfe^oT. 0 if'y 

^'pql£ (^ #5|0. 0 1~10 0ft> fftKttfeO. 5~20f> 

<(ilt0. 5-21$) CL*i&tf>*&teO©lSe j $>g6®tf> 

,; ff y v 'fi - ;Hf 

xmfc-t z>z-t a*-c § & <> 

[0 0 131 

i7t> 1 4 2 7 3 t Lft^N a) WM^^r ’. 1 Z fe tilii^*)#'^' *. 3"C^t?$tt 
/SISE^iJ'l 3 ^ 1 ^feli 210J^± (£f^ U < ti^ 1~3 0|SE 
L < ti 1 - 1 Ol0jfU£> £ bfclfri t < ti^cli (1-510) ) 

UcT^WJ, b) IS^IJ#^: lSfettEfll#*: 

Bfllci£fett2flJ2Ui (£f£L<ti, l-3Ol0=fim> £t)&ZL<ltl~l 
0titfU$t» $ b Fl^PS L < ti3&10 (1 — 510) ) (OT 5. ^ Bfc^tin L fe 7 ^ 

@B^IJ> c) se^j#-^: ltfettKBl**: 3 «c**>**l*t s 1 £ 

2 IHJsLt (£f^ L < fi> 1~3O10^S> J: 19 $?^ L < 1 ~ 1 Ol0@S£x 

L<ti&10 (1-510) ) OT5/m#*HbWT5/S[*t?«»^tL7tr 

S/Bffiflk tfetid) 

£% £> tL-2> 0 

[0 0 141 

i 4 2 7 3 n> f^iso-kw^ot. £» s N5« 

(r</«) . *3»^C5|d« (a/M?*^***) ■?**«> Wffltt : 2*« 

1 4 2 7 3 «r{iC^>i:i-^ 1 4 2 7 3 ti. C^ 
(-COOH) , ^myl/-H-COO-), F ( 
-CONH 2 ) (-COOR) OlRltL'C&o'C t 
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R t LX it, 0 Ox.tf, **->K 'X-f-fl'* n-7 p nt:;v 

v^nA^y;v^f^C 3 — g v? n 7 ^ 3 " JHi?, 7 JL__;U 

% a -t7f^^C 6 -127V-^> «*.»* -<>v;k 
^7i^^-C 1-2 L a-j-7 

f-;V— C 1 — 2 7<fl / 3r- rt/ 3fe& i'WC 7 — 1 4 7 

1 4 2 7 3 (£ fcti^V^^rv V— b) 

2 7 3K#£*l&o £^^>' x *7‘ ;V 'fc ^Tli, 

■f ;v & V' <b tt-2) o 

1 4 2 7 3 P1, jiiatfc»eRt*v»r, N*m<o ***->&& 

or $/***«*£ mz.^ **3/u*, c 2 -67^^ 

;i/i^^Ci-6 7v^W -e^®$tLTV^ to, N 3^119 #*£#!*! 

Iff $ L fc /;v * S ;v»* b'nWr/fftU:^, fr=?-\*i 

OfH«-b«> 1 E&* («*.«. -OH, -SH, T^l, 4 ^ 

— ^r-yVI^ t a ) ^ s ^=3&l£IS3& (Rx-ti. sfc ;v ^ fl'jls, T-t-f-;!/ 
^^02-6^^*^^ ;P*& ^Ci- 67 V/Hfefc £0 TMfc«3 tLT v>* 

to, 

*?> o 

i 4 2 7 3^«tum flx.tf, K^JS^: i*eR*>$tt*T5yaftffi 

f,^fcl' S^<7) 1 4 2 7 3 x SS^iJ ## ’. 3 tr^t> $ 75/ MfSE^J^ ^ 

^77»«1 4 2 7 3 4ifW‘^ (W 0 2 0 0 2/6 7 8 6 8#, 
•j * — *7 /> ? — 7 I ACCESS ION XP — 0 6 1 2 0 8, XP — 12 

9 2 5 2) o 

[0 0 15 ] 

1 4 2 7 3 <DU^^ F (£HT, 

h UTti, ±|BLfc 1 4 2 7 3 Og| 5#T ^ /g&IB^JSr^l' %>^7°=f- FT&tUffi 
tLOtO-C^o-Ct ±v^, ^Jx-tf, 1 4 2 7 3W16SWH, mm<7> 
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1 4 2 7 3 hfCSfi* nzmM<7)l' J t'7? 

Z>i> <7) ft & o 

SS^IJ#-^: l tfcttEfll#-^: 3 3 *l* 7 3 -/MBBI** 

-f-,& 1 4 2 7 3 K t LTteu ^Tfc'&yn ^ bM^ Rl:JoV'-C$IlJl&£bfI 

it (§LtM£ (Hydrophilic) g|tf£) ft&htfi'%t'£fttz%V>frZ^ts'<'7?-Vft$> 
h a t/c, j$7k14 (Hydrophobic) K i> £ 

b i) t 'ft §; h o <D K / *4 > ^rlSSU ^‘7 P ^‘ K & tJ 5 .. ^^<0 K ^ 4 
V&HP#K^trffl555*0^7 p; f- KT-fe^o 

KOT5 /BSW>&1±* 

<D%$LT ^ J 9 %'Pt£ < £i> 2 0 jiJ^_t> 5ft L < *i 5 0 IHJiUi, t <9 

5ft L< iil 0 OlS^-t^T^ /SiE^Sr^Tt’*^^ K&^ri s 5ft L^o 
MMMftWl—' <D7$ £*1^7 5 /^E?!)i:$7 8 5 %J^±> 5ft 

L < tifiJ 9 0%&±, t *9 5ft L<l±&9 5%J^-h<7)tarai & 7 ^ /^E 
^ij^r^'t'o 

[0 0 16 ] 

tfc % Ki3\ ±E7 5 /®®^J*©1 tfc»±2fflJ!sU: (5f 

tUli, l-lOli^SJ^ Sfcfcgft L< liJMH (1-510) ) 07 5/8W* 
40c U tfcWU f<?)7 5 1 t£(i2W_t (5ft L- < 1 ~ 2 0 

t 19 5ft L < *± 1 - 1 O10*iE> SfcfcfiPt L< li&IB (1 — 5 4®) ) 
075 /^/6 ? #9JPL> tfcW\ %(D7 ^ ;WM$W<ry\.£tz\±2mVX±. (5ft L 
<|±, l-101i3iJg> £ *9 5ft L< (±iM@> £ <b 135ft L < t± 1 - 5103SE) 

ttZs (-COOH) „ ft )V 

b (-COO-) , 75 K (-CONH 2 ) t7 (-CO 
OR) £V' 0 

;v* (tfcl±*/M**~>l'— b) ^ Kffc 

K»^ttL*o Z<D1&& 
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zbiz, b'lzii, -tffiLfcl 4 2 7 3 N3fc5®</> 

®r£*L£j&L/cG 1 n7& 5 't°n^;v^ * yM1tLfzi><D^ frl-\*i<D7 5 /SfeoflBSR 

$ ttr v* & >6 <7), & & v> Lfck'to 

V&£<d1£L'&'<'7*‘ K££%'b-£*l& 0 

1 4 2 7 3 

&*u h *) 

o iO*4«fcLtli, «*.**, fettflfc («*.»*, Mk 0 

3^) <h coJ^> (00*. If* HSI> 3rBSL 7~? fl/W. 

*rW>SL I5i, V > rfgg % ii^> 3£J.#B^ *9 

y TUV'fcy^ s<y Jdy ?>)}/* yW) bfDi&teb'ffffl^bti&o 

[0 0 17] 

14273 itzte^<vM.iz, jtfat tzb h^niii wjyonm&t tztem.rn.fr <o& 

fa&to (D Wr 79 -Sfigoffiitfrfcic X -ormM-tZ bbi>Xg& U &K® 
^i - ^) 1 4 2 7 3^3- K'tl)DNA?:'§' ; tt & Cl £: &-<£ 

ot Z bfi*X£ & c £/c, fzltZtiKig 

/;ll!l)l^^ ; eyt4Xt/:t> I&& n ' 7 

y *fy ~7 4 — ^ h/97^-^ 

[0 0 18] 

1 4 2 7 3 ^ L< tt-e-oa553^-/f- K £ 1b\± J t<DlM.t tzlt^VT 3. 

^(±, *<ox*)*mmb t 

Tli. ^on^f^li, tKn^y^f;vff, 

7^ / ^^;V#J3h> 4 — ;V#la> 4- 
K'J ;V7 5 PAM#JIh. 4-H Kn^'>^f;Mf^7x 

-;UT-t IT 5 K^^MtJli. jK'J 7^ , J/1'7 5 Ki®, 4- (2’ , 4’ -v 
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^ M 7x^yil, 4— (2* , 4’ v 

h^y7x-;V-Fmoc75/if^) 7 ^ t**mf & Z. ttfX' 

a -7 5 5 

ISIS 

|££U Zhlzftft1Rf&t6L$*'?fr : ¥‘toyxfl'7 4 K*fr&5£j£RJ£«r^ifcU §ft 
<a®6®£fcti*07 5 



±SBLfc«®7 5 






mt LTii> DCC, N, N’ -y^7/ne;l/*MyMU\ N-^f-fl'- 
N* — ( 3 — >?p< f ;i /7 ^ / ~fu o ;v) # ;v#v^f ^ K& £> ti & 0 citt 

Wilt HOBt, HOOBt )tti> 
i:fl7 5 itzlt, fffi&teX®l*1t\*H OB t 

x^f^'S^liHOOBti/f^t L'C&‘b/^D*M£lS7 ^ 



tx * o fc#fli tcmin-r & - i: **•? £ & o 



[0 0 19] 

LTte, S6KI&# 

N _.>^f^;VA7 5K, N, N-v/^T-t f75 K, N -^/Hfny 
K'/^^i7 5 K3g, ^nnjfr/i'Afc^O^nyWfcEtffc^B 

^ > V 7)VjrUJ^? / — ;v& b^7^n- ;HK> '7/ K&t 5 ?) 

k*’Jy>, ¥***yy, ff7tFn7 7^^x-fii/S 

T-th — h0;v, rnvft-hV^ft^-hy^ ffsgM'f-Jl', Wfik^ 

)Vt£ i'o%& i?fi*ftl''*t>tL& 0 RSimUS: 

ttsa Kje^*RJc? KteJfl $ 1 ^*n e> *lt v* * ieh^ & aJcaK $ tt 

, a#»-2 0*0-5 ot:©i£»^it±a^$tt*o sttfbstLfcrsyBm 

3Mfc»i3i# 1 • 5 ~4'f£?tiiJ'£ : 'ffi^ib*L&o — >K K’j VRJ&SrffiV'fcT-.* h/) 

^ ^ jg-t 

ztizX 0 +#**6£-*?t* 3 -Mfr 
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§ fdfl^ tefc®£SI£fcflT-t^;W ^ A'SrfflV'T 3ci£/£‘7 ^ 

y&SrT'fe^Wfci’* C & 0 

[0 0 2 0 ] 

M^T^S<onitltfi, 03 x. til Z. Boc. 

jVsi-^yj&A'sK— ;v> + 

*v#;v*'-;K Cl-Z. Br-Z, >^7 

;i/tD7-tf;K -7 y n -f ;v N ^;i/^;K 2--l , n7x-^;V7x^;K v 

Fm o c & bflho 

*jv^y^S{l> 03i.il. T ;l/^-;vx^fMb (0Ox.ll> 

7 p n tf;i/ N ~f s f‘'f\/^ y — v 7 ’1 — ~/ c f')^ / ^ v ^ n ^ > 7 JV . y^OAif-y;i/, v 
^□/\7 p f;K y^nt^fK 2 — T y'?> s f-A'%: 

> 7 7;VJf;vx^fMfc (0Ox.fl> 'O V 
;v % 4-x>n^yy;vx7f^ 4-^Ky^'^v^TiK 4 — ynn 
/<>''»i^f;K ^?'yXt K’J;Vi^rMk) > 7xtv^x^fML 

K7vHb, ^-y^'J-Xf^y^^t-^t: K9v 
ML h Vf-/m K9y i So 

•to ><7)7fc^®fi> 03x.fl> 

^7& s ’e^^ 0 .L<z):x7x;Wbi-;>S1 _ &S£ tTfi> Wifi r-tf-;v^^^<z)ig: 

, x-’r/Wkfcii't***: ltd 01 x. til ^>v^> 
t -77;v®& fc”CabS 0 

•f-nv><7)7xiy-;H47Xm*<7)^*^ LTfl> 0Ux.fl> Bz 1> Cl 2“ 
Bzl> 2--in^>y;K Br-Z, ^ - y ^ 'J - /f ^ ^ ^ ib ti 

o 

5 ^'/— Jt<7>0£:ft2&<b LTfl. 0ilx.fl> To s> 4— y b^r'> 
— 2 , 3, 6 - f >j ^ f ;y^ y -t* > ^ ;v ^ DNP, ^7'/ii/t^y^f^ 

. Bum> Boc> Trt> F m o c & 

[0 0 2 1] 
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Ltlt WUX, 

7 i ? Y \ ^/^ nn 7 i;-JK 2 

, 4, 5-h , J?nn7x/-;K 2, 4-y-hn7x7-;K 
T;vn-;w, ;^-hn7x7-;K HONB, N-fc Kn*5/**'>$ h\ N 
-n Kn^v7^jl//f 5 h\ HOBt) 

<37 5/3feoMteft3ft;fcfcOfc LTti. ^n’J'/®T5 

ns<7)ii (mm) pd-i^^v^pd-^ 

yW/nt>xfjV7rA fijxf;V7^ 
t fzmfcr>*~7fpi- 1 v 
VJ*K£2>M7n%b*i>m^t>ti2> 0 ±SBm&Jffifc J: *mmRJSW\ Hftfc&-2 
ot:~4 ox;<7)%Lmr~n%:t>ti2>-t) s , iiif, t-v-;k 

*7 jc/— ;k ft7xv-;v, * ^ ^ V'/— ;k ^ l' / '/—;K v/ 

7^f K„ 1, 4 —'79 — /K 1, 2 -x^ — ;v^h*<7)J: •? 

• f -^- ££, 

2, 4 - vx. fn7xx;vS(ift7i/-^it:J: 

N h 'J'/b77>©^f > ;i/^JiJtfBO 1 , 

2 — — ;v^ i , 4 — ~?9 %> 

fhfrWLiki - y 
[0 0 2 2 ] 

fctFKfiyRIk ^ 

ItMLHo 

m&M(07$ Yfo*%2>m<rrftmb LTfi^ 0Jx.l;T, £T\ #/!/#* ->;*£» 7 

KflsLTfiHKLfcgK t ^ / S?#J K 

(S6K) «SrMaoj»«t-C3®tft^ i^7^KilON^O«-T^/ 
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fc£e«fc«r»$su z<Dms&nz±ULtz 

Sl^lSO#aiCOV'Tf±_hSSi:^T*^>^o Wbt Lfe«8lse«Sr 

£rfx~£2>o zsmfr* 

m&ifrmirz ztxwrmvm&mvT < k#*»* itms. 

v;H^^ri<7) 7 ;i/ n «- ;i/i 1 1 7 5 yixxj^i: SSI© 

[0 0 2 3] 

1 4 2 7 3 Ftfctt-tOfflMU 

oT, 1 4 2 7 3 

LTi±> fllx-WT. i»S*J&y£ 

OV>-ftL^J:oT^^v> 0 •$-**>*>, 1 4 2 7 3 £#J& L^&g&^T 9 ?- F*> L 

< Jir5 ySfefc3fe^S5«*fc*i»^$^ ^*»^«K*S:W-r*ar^«««*S: 

tflilfc^ &TOa) — e) KfBftS h ti& 

o 

a) M. Bodanszky d3«J:tF M.A. OndettK ^T 9 '^' F y'/-b'>X (Peptide Synt 
hesis). Interscience Publishers, New York (1966^) 

b) Schroederio «fc £/Luebke> *9* ■ r <'7° = t F (The Peptide), Academic Press, Ne 
w York (196530 

c) mm % mm (197530 

d) 1. 205, (1 

97730 

e ) mmm&nmm mum f#j£ jajm*j£ 

tfc. mmwi& *&s • 

y j - • mfe? nv b 7=7 y 4 - • Sii % ¥*m.fr'&t>*£X*3&W<7)U$''<'? 

f- F * ffitUMli- * <1 <h rt**e § & o -LIB^tl# t, ti& SP^*^ 7"^ Ftf*iS»HfcT? 



ffiiE# 2004-3010863 




2003-010001 



31/ 



# ‘b 2r£fl<t>:fr&L: i o Tifcflifl&fcgEJ&i'* C t tfX § * 0 

[0 0 2 4] 

1 4 2 7 3 ^3- X? V**f- K t Ltd, JiffiL/c 1 4 2 7 3 ^3 

- K-t*&lfeSEF!l (DNAi^dRNA, £p^ L < fiD N A) 2> i> (DX 

£>tih£^fr%:Z> i><7)X£>-oX i> cfcv^o |£* 0, j J7 ^ K t Ltd, 1 4 2 7 3 

^3- Ktl>DNA, mRNAfORNAt^f), Z$Itaboti, — #£ltr 
^.otUV'o XL^m DNA, RNAf /:{±DNA *. R 

NA^a/^ij y K7r&J:v> 0 — -fe>x§l (i-&t>t>, n— Ktft 

) t^otL, Fit) t^otUK 

1 4 2 7 3 *3- Kf *jJ*V ^ * V*r^ K£ffiv>*C, 0flx.WT, 
iifij r^fPCR 15(7), 1997ffi<RO^fef 

if), 1 4 2 7 3<?)mRNA^mLi:#t^o 

1 4 2 7 3 ^3-Kt^DNALLtd, ^ADNA, ^/ADNA?// 

7V-, ±mv fzmm • Mifoc dna, ±iaLfcm-«*^ocDN 

A^T^D-, MDNA^V'ffitU^o 

-ti, A77']t7 7-y, 7°^*^ K, 3J7.5 K, 7 7 -v5 VfttX'-rtiX 
^TUv>o tfz, _hifiL£« • MI&J: J)totalRNAS fcilmRNAM 
JtMMl'fz. & 7) ^ffiV'TlS^Reverse Transcriptase Polymerase Chain Reactio 
n (J^T> RT-PCRftLWa) Kiottfitiufct'CS.&o 

JMfclftKte, 1 4 2 7 3 ^ 3 - WDNALLtd, fllx.**, : 2 

2 : 4 * Ml >*J x. > h ^^#Tt 

✓w/y x-f *ffi36Eyij«;^r U : 1 1 : 3 xmt>z 

ti&T X 1 4 2 7 3 (M, U Klfrfr 

7S14, ^n^^-Ifi«t:3-mDN 

A ■e&tUffpftut) & ot & i v> 0 

se^j #-^- : 2 ttz : 4 xmt> $ xx § 

h dna t Ltd, 2 ttzitmn^ : 4x&t>zti&&& 
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WM b 8 5 %VX±^ $? t L < fift 9 0 %m_h, £ ^ «f t L < Httt 9 5 %^_L<7) 
Htt Sr ^ri" & £ iz^rt Z> D N a * Z&m V'«b tL & o 

[0 0 2 5] 

/W -ro mf-isa Mx. 

tdb — • ^n — ~"s V (Molecular Cloning) 2nd (J. Sambrook et 

al., Cold Spring Harbor Lab. Press, 1989) 

iki*t?l-5o £<9£ff L<i±, A^l'J'/yx> 

h 3 &# fe # lw | Sl £ oTff 3 { fc ’9 

A h V /'/x > > li % i- b V V&mBt&til 19—40 

mM, Sf i L < (±15) 19-20 mMt\ &&#*& 5 0 - 7 0 V, tfrt L < Ufa 6 
0-65 Wtkfirir&to th’J 1 9 6 5 *C 

Lv> 0 

i sa^j#-^: l-c^bsttars bftsfei 

4 2 7 3 S:3-Kt5DNAfcL-ni, : 2 

*SDNA4Wfflv»f,tL4o 

gS^iJ#^- : 3X'mt>Zfr2>7$ SWMEnfrhtk&'srVXtia&l 4 2 7 3 Sra- 
Kt^DNAtltli, 4 V&toZti&VS&WS&lfrb DN A£ fc* 

1 4 2 7 3 ^3 - Ki"*DNAO^feBE^JO— Sib IfcliiDNA^liiW^ 
mgSd^JO— 

f- R £ =f - Ki-*DNA«r^i-*^flt'C»i* < ^ R N A £ i> Qitt Z> jtBfc*CM 

V ' b o 

[0 0 2 6 ] 

izfex. fi\ 1 4 2 7 3 SWs^OliMK t ft 1±3&S Sr IMI - iitOTli 
7/f-b/X K (&®D Sr, £>&V'ii$:5t£ 

tLf:1 4 2 7 3 ^3 - Kf *DNAoaUfeiByiJfiJ«Ui*^§|fi:W‘U £ 

o («at) 1 4 2 7 3lfe^RNAbW7 1 J 

^X1-&CL fERNAO^J^f 7tli®SISrK#i‘*i 
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1 4 2 7 1 4 2 7 3 

MM • «»■*■*£ fc**CS*o 1 4 2 7 3KIRNA©*^^B5«i:#*tt 
V*^b\ tsavi 4 2 7 3 HIRNAmW*^r'J^Xt 

a^h**^*#’)** u*rrn. mtM&tv&MWi 4 2 7 

&;z> 0 rais-raj &##>£;* * K> ^Sifi^'J itz&& 

K (§6S) r^fSt^J 

K (S6K) 1 4 2 7 3 &&&<?> 5 ’ ^7^'^ 

5» $± g _^<—7,^7’ . ij t: — K 5’ ^’J M8 

gRPj#&3 K>% 0 R FUlRPfli&a^ 1 3’ 

3’ V Kd-A^^ &£Zf3’ Si^T fcf^v— ^ 

LTS^IH^ 1 4 2 7 



[0 0 2 71 

^ fc— -IffilCfflltWfc^y ^ 9 V-%^- K 

vtf Fi:<or» r 



2 - f^-^y-D - 'J K, D- 

,; / f-7,^^tttv^^ 0, j T-t^'s* ? v**? R> X’; yttzii ^ U ^ 
I^N-7'J n v K7?&&-g-tf>flfi,<7>? W XO^V ^ * l^X K% ^ 

jg^ijij ^— ) (iE 

U v-UDNA^RNA^tl.BJSti'S <£ 7 teiM.&V)'*? ') 

& 0 -* * F£^f1~&) 

fett, 2**DNA, 1*«DNA, 2*§1RNA, 1*«RNA. ZhKDN 
A : RNA^W 7’J ? $ *b fc^^tflisiSV ^ ^ U't^- K (S 

{i^fp * VJ ^ 1/ * ^ K) . $ <b ^ (i<2r^n <^> W <^#Jn $ tt/i i> <n > x 
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i><o^ * -v y &<?>> 

k<7), ^ 

-?- (mtf. *^;i'*;***-K ** 

^X^V7 5f-h> *;w<*— bfc*f) £J#ofc<0, ®#& 

(m«N ***nv^* 

^r#o^o. moment ** i/7-if- -r vt: 

fcf*- N b^'>y, tfrffc, i/yi-fl"*-/* b\ #')-L -Ov^*^) C-fim 

xjf, &<£>, />:7 — 

($!£{£> T9')i?>> 7V5b'/4ir) £#o&<7>, Mb-fr® 

(-WiUi, #JS, Sc#t®te*fco&«. ***, Sfcft14<fl&**^) &^Ti"* 
&<7>, r;v^M^J^'a'^^ ! f> < ^> «T 

;7“lolSI^W -eaboTk r^i^vKJ > 

KJ *5* 15 mmj £{*> 

.^^-/WfcStLfc’/V >£ it/k: 1 ; 5 7yM^ti/:/’J 

r/tfO 5y>, &&V'ti^<7>lt!lO ; jg^l : S: c5"tf & Wt^otJiV'o 

$Jx.t£ % 1 fc^K Jjitfj3^& fiX^tz y> ^ 

fc£W±j— -r/K T ^ >££''coirt£S^^£^ v '' c « J:v '° 

[0 0 2 81 

4^1E<7>7 • sKV * 9 Vjr^f- K (^S&) RNA> DNA> £><5> 
V'ttJjHfcSfLfc&ifc (R N A> DN A) *e&&o £ tt 

^X7x-h f It^'J^^bty K75 K 

^tija^/VtvK7 5 *€-*UC|R£ 

$*l£ &<7)7rli&v' 0 ^§kW^7 xWkte&v £ 7 t“CSf^ L<IS: 
-t - &*?■£> il&rt^oT >f -b i i 
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mz-tf J. Kawakami et al., 
Pharm Tech Japan, Vol. 8, pp.247, 1992; Vol. 8, pp.395, 1992; S. T. Cro 
oke et al. ed. , Antisense Research and Applications, CRC Press, 1993 & 

y L#> b %ifz ty % 

L'CV'TS. <( •, V #'/— <£>% 

£ tlfc h „ tw J: ^ Jgffl $ *) ^ ttSD $ X. t ^ 

LTfi, V vS**#*^*#* 

& £ -9 tcfii < #°U ’J 

Is^T-v — ^te £*) ittiWt 2> Kiftt 

f£.hLT{±> (tfflxJdT,, 3 T' ^ 7 - 0 9 n n ^ ^ -* 

-p, u -&&&:£) tfmfbfc&o Z.7Ltzi>(D It, Wfco 3 ’ 3gfc£V'W:5 
» mxXWvFIS^Uftf 

c. h76 ?v C§ ? ho •-t-tfHfeoSfi: LT(i> 3 ’ ^£>&vM£5’ ^1-# 

^69lC@aS£;ftfc3^ x^rV^^l/T-^ RNase^t^X 

^tttli, -7- > 9 xfV'/^’J X'-)V&Z<Dy') 

icpi^£*i& & <0'C(±^v^ o 

Tyf-tvxtiw 

* 4 VM± G sa E^tStS Wi ^ “SS R^)^rt 

T? cf> ■?> o 

[0 0 2 9] 

3^93 ^ ^ l/:t# Fl-Mi" & s i RNAt£> 1 4 2 7 3 tn- Ki“^> R 

NAO-SfcWfflift^RNAmtarSaRNA^So 
s i RNAI1, 0$k Nature, 411^, 494K, 2001#) 

) Z 9 VZr^f- K<X)@£^!] : 5:^l-^ti'L'T^^'1 ' %> ^ &o 
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1 4 2 7 3 *3 — Kt^>RNA<7)- 0 ( 

TRENDS in Molecular Medicine, 7 %, 221H, 2001#) 

KOE 5 ( - ^'Trt &o 00 *-^ 

0 ^ A ?)@E£iJ<7)— £&* 1 4 2 7 3^3- K1"& R N AO— SIH-SI&'t & Cl £ 

Kio'CgUii'* £ & G 14273*3 - Ki“ <?> R N A<7>— LTii 

[0 0 3 0] 

K*3— Kt^DNAtLtli, 

-/■f- K*n- i><vx$>oxi> x 

V ' 0 itz^ X/ADNA^ yyADNAy'fT’^'J-, _hffi L /w$flJjiL • 
WcDNA, _h|fiL/:« • »»c DNA7^/7'1^ ^®DNAW 
’ftlX'k X\t'o 7'{7 r 7')-t~$imt2>'<? /^T'Ji77-'A 

^ ^ 3 xVK> 77 -y; K& X & X^o ifz^ JilELfcUB 

m • &£U OmRNAlli^SrWiaLfctOSrffl^TliCgfReverse Transcriptase 
Polymerase Chain Reaction (JgJLT, RT-PCRt«tt^) KJoTitHB 

- 5 ) C. il $) ~C § *?> O 

K*3- KtiDNA t LTfi> ffl x.lf* ( 

1) *. 2 ’• 4'C^t>$tt-2)^*@£^!j*^'i‘^DNA<7)^ 

*^ri" •?> D N A> t /c (i ( 2 ) @E^iJ #-^- : 2 ttz iiSE^J#-^ ’ 4 
;b£*L; 5 >:^IE?!J£:'W;* h V >if*y hft#:#TTr'W 7V X'f Xf 
?ij£;£U EyiJ#^-: i £ tzizw.vm ^ : 3-e^fc£*t*7 
1 4 2 7 3 tm ®WtwIPI«^>ffi14 ($k V 2 T> K^^-7S14> vX:HHf#fcjIfP 
& >£-**;& Hr/^-lSSIrn- Ki-^DNAO^^^SS^J^^ti - & 
DNA* Pj ti & o 

SE^iJ#-^ I 1 f 1 3 T?^fc>£tL&^^liB£!l' > ‘-'1' X 1 ) 7 4 7x£& 

DNAhLTfi, iilf, 1 4 3tttE5!I#^ : 3 ■«*>£*. *&*E 

^!] * It 8 5%m±> L< &&J9 0 %m±. J: L< ti*&9 5%J2LtOffl 

IWJ14 * 2 > ^ D N A & ?> & o 



ffiSE# 2004-3010863 




2003-010001 



: 37/ 



[0 0 3 1] 

1 4 2 7 3 £ K (J^l\ 1 4 2 7 3 iiB&IB’t' 2>Wi 

'£■&&&) 1427 

3 N k-fv 'i P C R&K £ ^ xmt 

? — ^&&&A//iDNA£ 1 4 2 7 3 <D— U$>& W± 

:£!!*&& Kt^DNAiit^ L < 

47') VI 4f-vs 'W 7^ ^ -t'-va > 

(Molecular Cloning) 2nd (J 

. Sambrook et al.. Cold Spring Harbor Lab. Press, 1989) £: 

[0 0 3 2] 

DNAO^E^J<7)^{i. PCR^»^fy K Mutan™ 

— super Express Km (^EM3s ($fc) ) •* M u t a n TM K (35. 
jgjt (#) ) ODA-L A PCR& Gapped dupl 

exv£, Kunke 1 && b*<D 

1 4 2 7 3 *n- K-f&DNAtiglft^ £fc 

ti^fH £ £ 0 fWI RBSR’TftSft L 7^i) . V'yiJ- p UOlt teffl t* & -i h 

tr^&o ISDN Ali -?-<£> 5’ 5^^1111- 3 ^ Lt^ATG^tL, £ 

fz3’ 5K»fflUCttaiim-lli3 LTOTAA, TG At fcIlTAGttU 

ztib<r>nwx%Va^ v>n, is^dnat 

1 4 2 7 ZfD^m.^y *-{i> U) 1 4 2 7 3 ^3-KtSDNA 

tf><bBtofc^*DNA»rfi‘«:$J'mU (n) SmNABrfr&jSS&f&Sl^* * 

oTsSl 6 £ t 1 ~ £ 0 #86*** & - t &X § & o 

[0 0 3 3] 

K 0WU PBR3 2 2, pBR3 2 
5, p U C 1 2 > p U C 1 3 ) > K (M. pUB 1 1 0. 



ffifiE# 2004-3010863 




t&m 2003-010001 



: 38/ 



p TP 5, PC194), K ($k p SH 1 9, p SH 1 5) 

^ ~y t7r-^, !✓ h n 4 Jl'** 7 ^ T ? 'f 11/7* 

j*3t fl'i ¥ (D&fflJ'y "f £*</>#.> P A 1 — 1 1> pXTl, p 

r c /CMV, pRc/RSV, pcDNAI/Neo^»^W a 

L't5I#J : & ^ — 'Tr&tU£v*#>& & i)<DTri> <tv'° JKi%$9li&£MH 

SRa’/n^r-*-. SV40/a^-^-, LTR/ 
CMV^n^e-*-, HS V-TYL?u*-9'-'bZti s &ft>frZ 

o 

ClfribOd £>, CMV/D^-^“, 

t tV'o ii^xyx’J J±n t r p /Ot-;?-, laC? 

recA^n^e-^-. aPl^^-^"' 1 p p ?u^-7- 

SPOl/n^^, S P 0 2 ■/ 
p e nP/D^-^-^i:\ PHOS^ 

n ^._^_ N PGK/D't-^-^ GAP/n't-^-, ADH7 p D't”^“^ 

t^mtL^o pi 

0 /n^- ^ — & <L*^£f i I'/ 1 ® 

[0 0 3 4] 

&s±.(Di^K* *? ■x>'^^> / '9'“> 7?? 4 i/ytf'y 

??-) K ^VA#inv^^x SV4 0WJ'/'/ (^T> s 

V 4 0 o r i 

§^> 0 UtR^— # — ^ Itli, ^!lx.^> Kn^®l7cSpf (JilT\ dhf r 

Mitt C^VhV'^r-t— h (MTX) IP&] -. 
i; yjft'&it'fSd 1 (J^T> Amp r -. v 

fc=f- (&T> N e o r tWfa* %>&&&*>*> G4 1 8#1 &) 
ijftc. CHO (d h f r ~) h f r ^ 

ttc^ ^^JSCT> IlilC'poitv/t )l/WM £ -* l/4r 

RONJ»5|Cffll[w#tIB't*o p h O A • v 
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OmpA*yW»^ 

a - r < 7--tf • '> y't-frWM* y '> > • 

m®x'tbz>Wi&i*, mf a • i, sue 2 • 

ama**^* **£•£»*' ^ «- / f >:S '‘ 7iD 

y • v ^ t- & t'^^nmmmx £ Z > «> 

Z<Dto K LXffi^Zfotz 142734:3 - K1~& D N A Sr^H" 9 — 

[0 0 3 5] 

#)xJ£> xyxnriE S£^ 

S3u 

X'>z>J xyxnro'J (Escherichia coli 

) K 1 2 • DH 1 (/n v— 'Jz/ VX ■ ^■y' , -^-i-'y3i~)^-Tirf f ^'- ^ 

~f . y-j x^y>fX • Hr? • +f • xl— x.XJi— (Proc. Natl. Acad. Sci. US 

A) , 6 0t, 1 6 0 (1 9 6 8 )), JM1 0 3 (^H V'^ • 7/';/ • ’J 
■ 9 — ^ (Nucleic Acids Research) , 9%, 309(1981)) , J A2 2 1 ( 
zj — i/ . -%■-? . '^l/^rxx '7 — • v— (Journal of Molecular Biolo 

gy) , 1 2 0*. 517(1978)) , HB101 iW-'t* * ^ 
a.9- . ^^ny'-, 4 1*. 459(196 9)), C600 [vx^x^ ? 
(Genetics) , 3 9%, 4 4 0 (1 9 5 4)) fc£WfflV'<b*L*o 

Ltli, • X7’f^ (Bacillus subtilis 

) M I 1 1 4 (v — >, 24%, 255(1983)), 207 — 21 (v'Y — 'f 
)V • Or ~X ’ (Journal of Biochemistry) , 9 5%, 8 7(1 

9 8 4)) 

m-% t LX it, MX. &, bVfyi (Saccharomyces cere 

visiae) AH22, AH22R" NA87-11A, DKD-5D, 20B- 
1 2 -> v'/*9* (Schizosaccharomyces pombe) N C Y C 

1913, NCYC 2 0 3 6, \£*T sWb ') A (Pi chi a pastor is) % t'tf 
JJ) V' £> ^T-^> o 

[0 0 3 6] 
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ltf±, >)'f;^#AcNPV«i^ 

(Spodoptera frugiperda cell ; S f HflJjtl) ^ Trichoplusia ni^ 11 ! 3 

Trichoplusia ni<7>3P&5fc<7)High Five™lfflfl^ Mamestra b 
rassicaefi3fcX)*ttt fcfiEstigmena acreafi3fc<a*fflj&& bfrh* *J 4 

;^#BmNPVOf^l±, (Bombyx mori N; BmINMS) & 

MS fy] x. (£■> S f 9ii®Jji, (ATCC CRL1711) . 

S f 2 1M (El_t> Vaughn, J.L. h, '(>•?'( # (In Vivo) ,13, 213-217, 

(1977)) o 

ttli, 

(Nature) , 3 15 #, 592(1985)) o 

t;V*COS-7, Ve r o, -X^ 

A Tv T -ifflJJ&C H O (J^T> C H 0^fflJ3& t B&SS) > dhf r -vJ — 

-XAAT^-iUCHO (JJlTv CHO (dhf r ”) n 

L», v>TAtT-20, v^xun-vtt, ^yhGH3, thFL 

HBHEK293 v* h *t& 0 

[0 0 3 7] 

xyx'J 00*.*^ /D y-yV/X • ^ 

• tvat;V • — * tX • X • • f • ( 

Proc. Natl. Acad. Sci. USA) , 6 9t, 2 1 1 0 (1 9 7 2) **?-* (Gene 
), 17#, 107 (1982) 

o 

+ • T't K • 

;p • i/jc^v-7-^ tTT. (Molecular & General Genetics) , 16 8#, 1 1 1 ( 

1 9 7 9)^ T ff * O Z t tf'C § & o 

#!i x T '7 vX • 4 > • (Meth 

ods in Enzymology) , 19 4 #, 182 — 187 (1 9 9 1) > ~/U'S'— : y 's 
sfX • • “9 s • i-'y 3 • TJjT^ — • 3"7* • -*M x^y/fX* tx-f • 

jx— x.^^x— (Proc. Natl. Acad. Sci. USA) , 7 5#, 1929(197 8) 
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o/Technology) , 6, 47-55 (1988) & £\Z Xtff & 1 ^ t &X § & 

O 

ic{±, h 

3 -/U. 2 6 3-2 6 7 (1 9 9 5) (*HWt**T) . ^nov- (Virology 

), 5 2t, 4 5 6 (1 9 7 Z)\z.'^<D^&\Z&vXfii* s > ZttfXgZo 
Z<D£7 ULt, 1 4 2 7 35:3- Kt^)DNA5:ttt &§£&.'<? 9 -XM 

^xyxnrm 

mmm > l-cj± 

% /;V3-x, Wh'J'A RTtfirt&R*^ V3 m&£\ mmutLx 

*i, «*.»*. ttflfcML a-v**--:/- V*-, 

37-tM>, ^.x^r-X, AV"f S' 2f<£>4gt$l^ 

tfO&tf. W^v7A, V > V 

v ?§>&■> s&teMEttz 

Sr^iDLT & iV'o igffe<7>p Hli$J5-8£*M£ tV'o 
[0 0 3 8] 

iyx'Jt7lf^*t^W®^tt(±, 00*.**' ^ovn-*, a- 1 ?- 
(59- (Miller) , y-ir-t^ • 

• (Journal of Experiments in Molecu 

lar Genetics) , 4 3 1 -4 3 3, Cold Spring Harbor Laboratory, New York 

1 9 7 2) tflfrt iv^o <£ *) <®fr*k%>tz)& 

1 C, 3 p-j-yyvn, y? V AsWt<0£ J )&&ffl : £lJaX.2Zt**’e&& 

o 

v in 15 — 43 VX$) 3 — 24 B^fsl 

3 0-4 0 ‘C-e&j 6-24 Bf ra^x * 

v*, d&gicj; i>x§& 0 
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tgi&t LTfi. «*!*. s*—?* 

— fry— (Burkholder) ft/h^nUfe (Bostian, K. L. t>> ~? xl 's — 'J'st? X 

7* . -i f • -^v a -f)V • 7UT^ - • *•/ • if 4 X • :*X • if • 

x- (Proc. Natl. Acad. Sci. USA) , 7 7%, 4505(1980)) ^0.5 
%*f < S D^ife (Bitter, G. A. b. T’nv — v>XX • '*’7 

• f • tyat^V • — / • ^"X • if * JX “‘ JE -X.x- 

— (Proc. Natl. Acad. Sci. USA) , 8 1% 5330 (1984)) 

Mo 01C~3 

5TC*C#Sl2 4 ~ 7 2I^IBJff*v^ 

[0 0 3 9] 

1)1 ^ J§iftfcL-a±. Gr 

ace’s Insect Medium (Grace, T.C.C., (Nature) , 195, 788(1962) 

) K^wjitLfzi 0 % *> & *jan *.*=*«>* wb ^ - 

*§Jfetf>pHlii&6. 2 ~ 6 . 4 Kiri'S l^o JSStiffiUfft 2 7‘Ct? 

^3~5 BWfrfcv^ 

igl&i: LTti, Witf, ^5 

~2 (-’M-i.^X (Science) , 12 2i, 

5 0 1 (1 9 5 2)) , DMEMi£U& i*f 4 uuV- (Virology) , 8#, 396 
(1959)), RPMI 164 OitHfc (v>-^^ * *X • *f • T * V iJ > * 

7 7 a '^ # ;V . xy vJC-— S' a > (The Journal of the American Medical Associ 

ation) 19 9t, 5 1 9 (1 9 6 7)), 1 9 9^i (/nv-y>/ • t/- 
-y* . * 7 — • if • tny^v • / xV ^ ^ (Proceeding of 

the Society for the Biological Medicine) , 73#, 1 (1 9 5 0)) 

P Hli^j6 ~ 8T?&&<W£ft LV'o 0t:~4 OX: 

■Cjfol 5 ~ 6 0R#WWr*v^ 

£7 t:tt, 1 4 2 7 3 £ 

btb&Zb tfX* § * o 
[0 0 4 0] 

1 4 2 7 3 
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1 4 2 7 3 inltrf^, •2r^D < ^ 

— A id <£ Tf /0. £H* <£ ^ 

'MMSt****-* >5 1 4 2 7 ^ 

— HJh^X— 100 T 

M*^o|p.®igtt^J^ttt'CV/''C<> £v\> *£#i&4*Kl 4 2 7 3^?&£fr& 

u ±m*m*>Zo 

Z(DX7 fcLT&fc*Lfc^£Jtflt> 1 4 2 7 30 

g'fc&ftl 053^1 • ^ ii^tiSo «- 

tttbo^o^. »#fetui4^ a#f^#«titiKfeftiro»*K«rWffl-r* 
38#rifc> £J:tfSDS-tf0T*0;VT5 YY 

7 -7 ^ -%t*<Dffim<7)m*mm't2>*&^ 77^T^?n7b/77^i 

a4§fl5i£i£#* n * :? h Yy 7 4 — &£ > 0$i7fc 

tL^> o 

10 0 4 1] 

^< LT#f>*L& 1 4 2 7 3***fll#t?W?>t»'^ : a^^* i ' g#<2r£no;fr?£& 
& vMi^tUcrU C & ^fcfcK i o i ^ 

& d <h Wt* # & o 

m&Z-foffM&.'t %> 1 4 2 7 3 4:, 

tt*fc****iin*.fc*K tfv^YYYZUftm 

Km3rrz>zti>-czz> o mmmmmtL xi*. «*.»*, by^s/v. 

’j-/v>, r;v^-7V^> Y^YYY-^c, YV^^Y- 

^< LT^:®;i'^ 1 4 2 7 3 0^14^, IIIIttL^ 1 !^^ K £ J; tl 5 ' 



ttiSE# 2 0 04-3010863 




2003-010001 



v : 44/ 



A'f u; Ty-fet *) ffl&t & ^ t § & 0 

[0 0 4 2] 

1 4 2 7 3 1 4 2 7 3 ,f'j * D 

— -t / y n— iv>„ 

1 4 2 7 3 1 4 2 7 3 t 

^ ^ £**? ^ * o 

[0 0 4 3] 

C^e/ ^ n--^;v^L#<7)fp^ 

( a ) / ? n - i- frffifcm&Ml&nfEM 

1 4 2 7 3 (± x ifcfLtt&fctfL-CS^lw* •)t/uflcSfe* r Bri6*SPi£lC'€-tLi# 

i6> > b 7vi^> 4* > b T'J z-J^y b ^r^-^-LtT & 

j; v' 0 &^t±a#2 ~6a^jw 1 0-ro, ft* 2 ~ i o0ej9tff*fetL* o 

LT^ 0x.Ht ^K "T 9 

y b, H'7'>% xrfy y Ytffi-t L < 

o 

^ y ^ D „ ^ it a, tfijR&fe&stLfcifi ifiiiJt>> 

lit/cti 1 ; W'?gS£$MfcU ^ it £> K #- £ *l& tfrffcM&SHJfe £ # fiMiSfflJli. ^ 

9, ^ / y n -9-^biL#m&'W '/’I 

^jflLvt4 3 <7)bn;# :/ fffi^>M^^> «*tf* &®oiR0'ffcv , te , /$ r — SBStfctfc 
Uiivt £ % $ -£fc<7) *> . L <^®14 £ iPJJ^i" & Cl t IZ X 9 fr 

tzn ?>:£&> Wx.1^ 

C^'f'^’-Y — (Nature) > 2 5 6 3H> 495H (197 5^) ) 

~t2> a &o MbrHE^FJ ^ LTti> Milt /f';xf-i/>/'j3-;i/ (P 

EG) *7 'f Jl/Xte #f£ L < &P E 

o 

#flffi«£ tTli, 0gx.Wt NS - 1> P 3 U 1 > S P 2 / 0 * £&&lf b 
P3UlWL<ffl^f>ti-?, 0 (MMBUfe) 
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: 1 - 20 : peg m 

^ ^ PEGl 000—PEG6 000) ^ s 10~8 0 %&%.<?) 
ft 2 0-4 OX!. L<ttift3 0-3 7 e Ctr$J 1 1 Ofl*IRK 

— J'i'&C.tKii -2>o 



[0 0 4 4] 

? n - i- 4 7'JK-^^V--^ 

•«*$*. Mxtf, 

($k -7^ ^ n -f\s— h ) K^' f / V K— ^&SLh?#£:$sinL' 

*7 ^ < 7 ^'n > tfcte’fV'r 

^i; yinl^t/cii^nT^ > K— 



fz^ey ? 

IfHHAT -f-^'s 

> ) * $sin l fctt&SM&ffi *£% & ^*eff fry z.t &x £ & o JSSiJ £ £ t/'WSffi & 
L*Cfi^ ?^'\~7') K — ~ r ?i^^UX% %> &<£>& t>{^iTO<t *? & 

j^ c 1-20%, #ft L<t±l 0~2 0%<7)W^iflLV#^'etfRPM 

116 4 0«fe, 1 ~ 1 0 %<7>^l&BJliLfllSr^OG I T^Hfe (WMHf ( 
^) ) t T'D K— (SFM-1 0 1, Ht1<-§^ (^ 

) ) & fc'S-fflV'S £ £i)*’C& 2>o J£3S$3j£li% il^2 0~4 0t:. 

3 7 °CXh Z > o *£*Bf IS «\ ®1ir 5 0 ~ 3 ® W, $f t L < it 1 aSIH - 2 $aW*?fc 
So *£#&, K-*^J§«±. 



_Lf B <£> jftjfiiv# ^ <D jfrffctifi ?) $lj ^ £ |W] K LTiStHo 
[0 0 4 5] 

( b ) xzs 
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'i * 0$1n DEAE) H X. fiafrt'tt' y 

ifLBM&mttttzityvyjyA&z^teyvT't >G%zwmmk 

[0 0 4 6] 

* n— ^/Ut/i#tf>fis#0 

/c^oTMdti - ^ 0flx.«N &if£#L^ (1 4 2 7 3 #lH0 

7 -gggi;(7)f^?:0< ±%Z<DX:y ? 

1 4 2 7 3 

"Cs 

& iV^ s , -7 vifiLVtT;V7^ >> 

ty-^^yf & ff U ~7 ') y ^ 3f — jfc — .JW • V y^ ? b * y^ltWL'M.&Xs' 

^f>n:^u &jo. 1~2 o> »s t<(i^i~5^#J^'e^7 p ;v$^^>^ 

z>fri£>o 

■£f z> s\-fy-'s £3r\')T'—<Di]'?') y 

tr§^>^ ? > ;v Tor'll K-^>:#;vsK>M 5 K, "7l/4 ^ ^ 

^ 'jy^r tf V 

7D ^> h7ya/ryl'^t7nr/ h7^ / b ^^4Lti<tv\ tfc 
.^.(3: N ~6jI^&- 1 HOi**^ fH$3 ~ 1 0 BI13IJS£ff&’9 £ 

fif i L < ttJfctfcfr &$PT*- & - t ^ i * o 
tJtifiltt^^^ 1 ; ?n-^;v^#ffi<7)$lJ5ef^ ±|B<7)lfiLtt^<7)tn:#:flfiOi|iJ^^IeI 
^^L-rSOa'Ci^o J 9 n —t)V 
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•5>o 

[0 0 4 7] 

14273 iiri#, iM, -kmmmm* c& o , 1427 

3<7)>; Ktf> 1 JiiflftMi: LTti> * W>t(oleic 

acid) % •^A'5 H"f >f$? (Palmitoleic acid, V / — 
;l/@§ (linoleic acid), /-'jyi/ ( 7 _ 1 i n o 1 e n i 

c acid), 77+ (arachidonic a c i d) > 

✓v3r-a}-:i:>gj£ (docosahexaenoic acid, DH A) & iffrtt 
V*£>tU & /'’OP ^ h 1^ (Palmitoleic acid, V / 

-;l/^ (linoleic acid), y-’J / (7 - 1 i n o 1 e n 

i c acid) t^o 

Hot, 1 4 2 7 3 ^3-Kt5DNA (J^T\ &$£W<ODN A tmttzyi' 
'£&&&) , 1 4 2 7 3 (-kH^ 

&) , ^5|0^ODNA^^i"^>T>^-fe>^DN A (J£1T\ 's^-ty 

[0 0 4 8] 

( 1 ) 14273 

falx}?, 1 4 2 7 3 tfm'P\^X^Z>tztb\z, ’) if> 

(1 4 2 7 3<7)^.S^) a) 

1 4 2 7 3 1 4 2 7 3 0:I:£*i3£ LA- ^ b) U) 142 7 

3^n-mDNAmif^4t««-tCJ:oT, (n 

) 1 4 2 7 3 &3- KI-^DNA^rJfAL^a^-^Tt^lc, ^ 

142730 * 

£*ijjn£-^ 0 ify K^fpffi&5£:5H^f 

1 4 2 7 3 f N Ali> $t>S<.#3> tb$rf£l^ 

#. -Sr-h-v*. 7vF-'>X, $tJ§c#rfa^#. «Sm#i83I&^ 

J!Ei!^ (#!)*-^ T^Htr^MI&T 

»E*i, Cushing#3> 9 ? 3-'y&L&, 
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^ (tftxWk AMr^Si) ^ sEU^fi^lK ^ 
81#^- JjaJ]£#i4> HaSSU^ 

• r6i^J t LT^fflA * i **-C # * o 

^ flBiKjS&fi 1 4 2 7 3 CO v^^MSjlfPffiiti^k 4 A &!£ v ^A M55S 

ffcffiJB&ffcffl AE-v^ TvK — v^N 

JpfttJUB#* ftlftMU Til 

##gggpg# (0dx.tik TBttte'J'AB, Sfc®B 

Cushing#k 'M’fv x > 

m ow*.**. am) > iBit^Pf#> b»$c#> \&tfnm^ >ox')>Ti'A' 

3f— s JlJt&Sttx JJaJifi^M. • Vn^J £ LTliffit" 

&d h#Tr£&o 

(IM) (IIM) 

*L& 0 

fialtfrlil^ A *4 1 4 2 7 3 £±fBIM^<!: ttfffl -f hWs'a 

^|8<7)DN A£_tfBIS^£: LTi&EA&^'n fi> $fl^DNA?:f 

7rV7/^ 

yy i/X.—y- y KA 'i 9 — & ^ — IwffAkAt^ 1^31^ 

^ t ^ ^ W Kny;v^T'-r^^iH* 

x — x jWc i o TT JSt-^-T' ^ -5> o 

a) 1 4 2 7 3 t A(±b) ^ODNAIi, &^j££T 
A^J. #Afc;i^k i’;Jrv^J> 7 / / D t't LTIPWI^ 
&&V'(;iAk L< f /ciiM 

a) 1 4 2 7 3 4*: 

}±b) $^I«DN W^k Kff^Pk ^ 

n ^ /K IfrE^k ^^rk ^ & £— flfcfcB# 5> #t*#0B)^JfeiwS^: 

$ fc&^&mmMmx'WM-t & ^tcio rmatf & ^ t #*? ^ *> ° ^ tt «b wj 

7 fcir& ^ ^ > '^' 
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$>%>o 

[0 0 4 9] 

^> N y-yy?-^, Yyif>Y, T y\£7 =7A<7> <t 7 ttHtt'fe*' 

fjgRU ^f T'J /3f> ?L$i^ /cti^ *y * D 

><?>£ ■? &-B*i5fc#J> 5>K 7#^/r4£fcf±^iVJ-OJ:?£1Nc#J& 

£r**fflv'fc*t*o ±1 fc?'(7<r>tf®K 

£ <b fcflM&o l *> - 1 j&*t? § & o 

tMtrtft £ Z&l&IRi % ¥<QM1£<7>M% iJMMifcfto "CfBifi-t & £ 

LTf±. «*.(* ^a^7]c. 

(fllxtf, D-v;wfh-;K d-^>~ 1"-7K ^bf- 

Hj^Afcir) a^fcfcflWfclWFk Wx.1^ r;vn-;v (0!l> 

j^y-;!,) n ,f J7^n-;v (M> 7"n h?]/yjn) 3 — ;K jj?ij.x^-v>'$ r, J 
3 — ;l/) , (flU #') V;w^- h 8 0TM, HCO-50 

) ^^ffflUUv'o fflteifci: LTfi> Wilf, =^;Mu 

f,tL, LX 

i> iv > 0 

[0 0 5 0] 

ttz. ±ssim^{±, wmm Mx.&, *; ym&mmm, skh-h;* 
am . mm\m («*.»*, ^h>3^-)a, 

„ («*.!*, t MfiLvtT;v , 7'^ >\ ^’JxfV>yj3-Hb) > ^ 

$j (#!JxJ£\ 7i/-iV^) „ mbiftih^J & t* 2: E'o L 

IctTtf fllx-tf* fch^Pi?L 

Wjffl (fflZ-l^ 9?K t'7v\ "9* 

1 4 2 7 3 2^l!UHk jSe#c> 
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(60k g tu) k 

j3V‘T{i> — H j o .1 — 100mg> £P£L< 1- 0 ~~ 5 0 m g> 

X 19 $J 5 L < {£$j 1 . 0 ~ 2 0 m g "Ctfb&o 1 

ff. (60kgt Lt) ld;}3V'TJ£> — 

BfcoiftO. 0 1~3 0mg®Jg> #f£ L< »±#&0. l-20mg@E 
$ff L< lii&O. 1 ~ 1 OmgtS«:fI^lt^i OS^*^*^®^** 
o 6 0 k gif; •) Ho 
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) — B &do § 7 ^ 0. 1 ~ 1 OOmg, £P£ b < 1 . 0 — 5 0 m 

g> X *9 0 ^ L < ti$j 1 . 0~2 Omg’t^-lio ^□W)'-lS4't^ : ii / B ^ 
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±.m* '(-yntfmz 

$ b K'mm<7>£7 

tBfitt/ri * & &M £ tz itmm £ •££ & t*x>M1$x>WkM^1M X iuk^ir & £ 
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©■JR&it fc X 9 & OT&*gf Ute-Cfc £ o & > 6 Okgi/: 1 ) 

L f:f £ S^l" & £ fc d*T? # & o 
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0 1 4 2 7 3 O^J!\ KW y & d 
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^ SbfctfK. IfcftWtfc ftttteHtfcTGSRfcL’Tli* f!] 

c 125 n > ( i 3 iij , c 3 hk c 1 4 cd 
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[0 0 6 1 ] 
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M, 9c*$UiK&, Cushing#!. 

m%&) . 4® m z. lt^ AM) . ©Ifo-ft^E. 4'ST, 

'j>7v^~, J3&^#i4. mmmm, m^t&xkZKm&Lxyi'Wtmv 

$ v\ 1 7t f± & Tsr&ttri*?* v» t i^wr-f & - 1 &x § * « 
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jjfi^b 1 4 2 7 3 K> S6®. 

? i; -- bri*-C£&o 

,r<7) i ? (J) 1 4 2 7 3 ZifrLXMMMWli£&Z^1~ 

1 4 2 7 3 h) „ (n) L 

1 4 2 7 3 hZMIr&T's? zf-7, h) x (;n) MfrMb 
1 4 2 7 3 b^^^/jSriiSii'&'fb'n^b (•=•) flgft&litb 14273b 

< 7)$n'n'/j %L%>o 

(i) 1 4 2 7 3 (ii) 

1 4 2 7 3 bJ§gJ£^& ^b 

&#tfcb-?*&J3gJMb 1 4 2 7 3 b <7)^^14&^b£^'Mb'£'%£ 

0 - — &o 

(i) b (ii) <7*ir£'lwi3&t&. #0 
xj£> 1 4 2 7 3 \,Ztt-t&mfi)5MV>%a'*^ *fflWJ$fcf£14&b*£$iJ^L'C. itWt 
-?2>Z.t*mffl:ttZ>o 

«Bflas|aJ*Mttfc tT(i> 0IX.MT* 77+K>il®> 7-bf;V3’J>m #1 
J&ftCa 2+jgflk fflJfificAMP^ »cGMP4i, >f /vh-^V 

*i*im6®?>v viMk c-f o s^ist^b, p 
H OlgfF & & ©14 £ tz t± WJffll -f Z> ©14 * b’#^lf b fi & ^ 

fflUfertC a 2 +«&Ji#*©te*btt**f4 l^o 
[0 0 6 9] 

J: l) JMfcftfctt, *3&IE(±. 

a) 1 4 2 7 * 

OWMb'^* 1 4 2 7 3 $Mft L fcllBlISlfcO 14 2 

7 3 Jtirr&bb£#mbt-&MfiMb 14273 b 

b) |RifcL;fcJffiJK>B*S:> 1 4 2 7 3 &*BJI&£ fcl±&ffll!&0#SB5H-& 

ftll $■££*&# b* 1 4 2 7 3 

t mmLtzmw5Wt<vwzm%t tz 
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imwmfr K*ti- * £ sost u itm-t&ztz&fflit-tzmwjMt 1 4 2 
7 3 ') --yy-frfe, 

Ci;oTl)II±i:ML* 1 4 2 7 3 Iil»li5 

J: * *5£W ODNA^ttt^> g$E&# Sifcl-lot 

«l±i:iSL/:l 4 2 7 3 $RiftLfcJ®l»B!W> 1 

4 2 7 3 icM-t^jfe^SrilOset. itmirZ Z t Z&fflit ir&mifiMt 14 2 7 

[0 0 7 0] 

a) 14273 *m&ik-*&it&itt> (0U&, mffiWL*?) ^ 14273 ^ 

1 4 2 7 3 

1 4 2 7 3 1 4 2 7 3 

awsjwaftflmsraoitu jfctfc-t* £ t v **> Kt 1 4 2 7 3 1 <o^ 

a 3Mb £ -£ * -ft#® 

e) 1 4 2 7 3 (0Ox.fc^ IlgffiBK* £0 Mi<ODNA 

4 2 7 3C 

14273 

DNA^tttSf t CioTiHllltML/: 1 4 2 

7 3 it 

tfc-f ZZtZi&fflct'tzmJVjBt 1 4 2 7 3 fcO*fr^&3Mb§^*4b£^t;fc 
l±^r<Dm.(DX? ') rJt'SH'&o 
$ V ify Vt Lt(i, J©a&&fcftx.T, 1 4 2 7 3 

*3MbS^Mb#*l&tfctt*-4>£S:fflV'*£fc tt’lSo 14 2 7 

3 fcO|S#te*3Mb3Hi:Mb'^£fcii^^ffifcJU $lxJ£> 0 K t LTJJI0 

fcciotus: 

t^tr§/?>o flaEfr^i: 1 4 2 7 3 £<£££ 

b £ -e & <b^% T > # K IIEfr^ b ^Ibt* & o 
[0 0 7 1] 

m m<7)* ? ') --yryjmv&teWsMWZ&TKir&o 
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1 1\ ') — — 1 4 2 7 3 £ Lt(±, 1 

4 2 7 3 & <fc^ s > 1 4 2 7 3 £# 

tt-5i?LlitlWK(7)iMI«lT^I)o b^U M£3fc<7)Bl§| 

*><£>£: LTJ±, & 

h*5lt<7) 1 4 2 7 3 ^^1fCV^ 0 

[0 0 7 2] 

1 4 2 7 3 £r#Hti"&KJ± % #§§9§ <?) D N A & P® 

AfflUfe’CSHS't* 3 t^ 0 g W b 1" & 

Ki-^>DNA®f)t^{i^liDNA^fflv^tL^^\ d&-f L & - tUi 
&<7}7?{i&v>o #!lx.{£> 3tfc^l^Jt^^J&DNA£ffiV'T ! 6 X^o 1 
4 2 7 3 ^3- K-t-SDNABf^Sr^Jft^jfflflS^SAL, < #£ 

^D N Affirm /i/*fc«1- & 
>f ;V7. (nuclear polyhedrosis virus ; N P V) <£>^° ’1 ^ K V >7 
SV4 0fi^yn^-^-, * 

^oft^4'>'7 , n ; E”^“> t£ b t: — b v 3 y ^ - ^ N -9*>fh^^rn 

A s R a 7'V*—?—%t*<DTVit it/Z $.<%.&& <Drt s ttf£ Lv> 

o fllx.**. £$£ CNambi, P. *? • v-V-^v • *7* • 'M tn^A' * ^ 
* b V - (J. Biol. Chem.) , 267^, 19555 -19559K, 199230 

L/ct^oT. U 1 4 2 7 3 £^PTt'&*> 

©fcUli, ^n-i#<&^0<7)^^oTfimL/v: 1 4 2 7 3t*$.otUv'L 
„ 1 4 2 7 3 ifcl 4 2 7 

[0 0 7 3] 

>; — — 1 4 2 7 3 £-^fr-t‘&!fflJJ&£fflv>;g>igf 
K *;v-7V v&iflrH^fbLT & J:v' Q @^fb 

1 4 2 7 3 LTii, 1 4 2 7 3 
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% lti*. mm, m&mm. mwfflmztw&z 

L^o 

Iffil^UTIi, ig &&&<£> Jj&xmbtiZfflM 

t £vKo fflH&<DflLWftfebl, Tti, Potter-Elvehj 
emM Lyfi-^fe, 7-'J h n > 

(KinematicattM) 

X;i^biSaJ$-£& dti:i ttfmf bti& 0 *0 
M1UZ, ( 5 0 0 r p m~ 3 0 0 0 

r p m) xmm m gi#. ^ 1 ^ — 1 o ^) »4> u _t?#£ £ g (150 

0 0 r p m~ 3 0 0 0 0 r pm) TSi1£3 0 5K 2 Bait'll' l^ #G*L&i£^£ 

^L/c 1 4 2 7 3 tfflm&^X)') >J1 ISC^Jgl 
SS® & ^Mj&5b$ 5 '# < tt^, o 

1 4 2 7 3 1 4 2 7 3 1 ^ 1 0 

3 ~ l 0 t<> 1 0 3 ~ 1 0 7 fr=fX'$>Z><Dl)m&X&& 

o &k #> (Jtfgtt) tm<& 

i o , ? y -- V . ra-n -y p *c 

[0 0 7 4] 

IgflSiRt 1 4 2 7 3 V SB 

<7) a) ~c) IS* 1 4 2 7 3®5K, 

ffi»WSStN&*o 

1 4 2 7 3®5K LTf^N 1 4 2 7 3®^\ Z fzli^rfit IWj^OfS 

tttt-SlIiil 1 4 2 7 31^* lv> 0 

|WJ^<7) i; v^-Mf & t'^TF-fo 

LT(i> 9«lKd§iJKm. 

l-uyZ fzhi^M.Lfz L — /;;v/ #!lx-i£' C 3 H) > C 1 
2 5 iK C 1 4 C) , C 3 5 S) 

MrfaMKte, mWiMt 1 4 2 7 3 £ * ’1 -- 
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If 1 4 2 7 3 ** 

,; --y-y\ l zmL it/*? ? t ci 01427 zunn^m^-t^ 

o ;<7 77-nt pH4-l 0 (IIUl±pH6~8) 0’J/®/<7 77- 
„ h ') 7-1&W*? 7 7“^^, 1 4 2 7 3 

•y-7 T-T^tUf^-ftLT^ iV^ 0 IWf, C 

HAPS.. Tween-80™ WE3E— T b 7*tt) > v4rh — >> v’t^'s 
als-Y%¥<D^mnft\Z^'y7 7-\,z-hnz.Z>Zti>X'£2> 0 £«b^ for 
7~t?fcJ:£ Wr7 p ^-^0 Wi^fPx.^@KltPMSF, n^T’?- 
> % E — 6 4 vm%mmd > 

$sin1~&££ fc*C§&o 0.0 lml~l 0ml Hrf^ — Si 
( 5 0 0 0 c p m — SOOOOOcp m) L-> (5 JB^f( , »- 1 

0-4m~10"1 (NSB) 

RJ&»i 

^0~501C, M2L<li&)4~3 7 °Ct:\ 2 0 frfr b 2 4B#Ha. M3:L<t± 

$j 3 Ofrfrb 3m fell? do KJ&&> MMOffl ^?7 

7 - Xffi& L tz'ik, IS 7 7 mmiMM IzMJf-f & £ *&#'> > a > 

fiiyy-r-ttzity -sjvyf-xMiMir&o fflfc? 

KB 0 ) (NSB) (Bo-NSB) * 

1 0 0%£: L/cB#, (B-NSB) t5p\ «xtf^ 5 0%J^Ti:^^ 

tau^ns^ zftfommzt) <r>%>%> t lx ma-t &x § & « 

[0 0 7 5] 

1 4 2 7 3 t v —~y y-t &_lib 
<Dd) ~e) Vft&imib't&fc&Wt' 1 4 2 7 3 

JWfrWKWU £f\ 1 4 2 7 3 

§g-f- ;z> 0 — ^ 

7 r — K:3£tfeL* ^Sr^stJn 

Fl'f >4ra^- 1 L7cf> £j Ktfclll 

^^•tL-etLo^^^o-r^i-r^o Jwi&JwacMteoieaifc-f*®® (®)*-^> 
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c a 2 + N c amp „ 77+K>t^a z>5mwm- 

^mmn^mwLxr ? *4 

otU^o itz, 7t^73'J >& 

^ $ -frr * v> 7t « £** 1 - & mtmwfem t itt 

mLfzMmtf'&mx*$>& 0 14273 142 

7 3 Sr^rt*jfflfl&»> ±fEO&&x.Mtf> 1 4 2 7 3 

LV'o 

»«m$u i»»m?8u 

ztiblk&%iz%r%L%:'lk'£-!%)X'$>'=>xi> =tv>u '£%a<Dik'g-%dX$)^xi> t v* G 

t tz, W&ft&mt LX it, 1 4 2 7 3 t £FV # > K 

*&£•#*- y h ^«^*CfV^T> V ify 7 h fc*§^*t** t 1 fc|m$ 

tifz'ft&WftZ L < 1 4 2 7 3 if 

xfto 

JSg^mt 1 4 2 7 3 tOfi'&ttSrgg'fk^^-fk^^T^-^ 

7, ±IBL7tl 4 2 7 3i:MtS7^/ 

Sr w tilt 5ifci*t?l-5o 
[0 0 7 6] 

J mmmt 1 4 2 7 3 V-- 

> r/ffl * y h it, 1 4 2 7 3^ 14273 Sr^Tf &M&, ttzlt 1 4 2 7 3 S 

b<D%t*X$>2> 0 

hoituti, 

1 . 

a) i tFj5feifMB*®ifc 

Hanks’ Balanced Salt Solution (Ar :/3?±i£) ^ 0.0 5 % X> f7 vifiL^f T IF 
•r^> ('>^**tfc#0 S-in£/c:^<7>o 
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?LS0. 4 5 ft m<DV 4 )V 9 

b) 1 4 2 7 3 ^p n p 

1 4 2 7 3 1 2/vl7 P lx- b K 5 X 1 0 5 m/fiX* 

mi tU 3 7^ 5 % C O 2 % 9 5%air'C2ar«tfci®o 

c) 

TtTM<7) C 3 H] > C 1 2 5 n N (14c), C35 S ) & t’-eUWiLtzMJttj 

m 

7k&WL<DVtM<0$><D$: AVtiZ's'l'Z- 2 0'C^T'^#b> fflBf 
tCT 1 /u -i> 0 

a) mmwmmm. 

mffiMZO. 1 %>7 viflLTtT^r^ > (v^ttSSD ^rttfPBStlmMi: 
-20t«tl)o 

[0 0 7 7] 

2. rPJJ^vi 

a) 1 2^I®^iffl7 , V-M:Tt*lfcl 4 2 7 3MCH0i)l^> SO 

1 m 1 T-2 [IJ^LTtm. 4 9 0^ 1 & 

O 

b) 10-3-10-10 5 IX 1 m k.tz'\k, 

1 0 - 3 MvmffiMZ 5 /x 1 Snx.Ti3 < o 

c) lm l«l»t3 0ait^ IICIS^U: 
Iglfti; ify K£ 0. 2 N NaOH-l%SDStiIU 4mlOlfr»f 
lx-* -A 

d) 3 >#>*>* — £fflV'T2ftl4?gf14£ 

$JJ/eL^ Percent Maximum Binding (PMB) 

PMB= [ (B-NSB) / (Bo-NSB) ] X100 
PMB I Percent Maximum Binding 
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NSB i Non-specific Binding 

B 0 • 

[0 0 7 8] 

V h %f3^XWbti& 

lt'k%d£fzlt J £<Dl&lt' mJViMt 1 4 2 7 3 t 

("f) G®S@^xMl/-t7 P ^- : lr^tT«$IJ 
&41&V0 (wto#*, 1 4 2 7 3 i:Mt^7^-Xf) , (n) g 

li$ iiJ»®ttSr^rt*vMb#» (V>*3V9>*, 1 4 2 7 3i:^n7>^^Xh 
) ^ (^) BgtfrMi: 1 4 2 7 3 fcOjB^*SrHI5®*f (-) BS 

fl&Sfcfc 1 4 2 7 3 

KMiL'Cli, M0> K14fb^t/> #§§£ 

<2r^n<7> 

'fb£-%tr& o X i> «t v> 0 

1 4 2 7 3 hzttir&Tzfzzx Hi, 1 4 2 7 3 Ktt-?2>') if's 
ffltrt 2> t IsIltcOf^ffl =Sr^LTV^c7)T% Jffiffl&BW*#'*' & 

1 4 2 7 3 zfzzz. Hi^ 1 4 2 7 3 & V KT^^Bi 

BaB£it£ 1 4 2 7 3 t<D^^t) 1 4 2 7 3 & V 2f 

> K-c&& utffl&SfcW?' h £S?§14 £ v&kt z>zt a*-e BITO^I - 

1 4 2 7 3 £: =Sr ^ 1 4 2 7 3 bzMir&'J 

tkmmn. *wm-t&tz*b <n>$&x*fc m& %mmti>x^mx$>2> 0 

^ffcWfcl±„ V - — fzltx? ') *-— y/f)%*y h 

i/'T&fctL*® 1 4 2 7 3 h 1 4 2 7 3 tO 

fc*±*-tf>&WU ^Ux.{i\ 3i^#3> »*S&WeWn 
yx, TvF-y^ $tm#i , R^ HSfltJfiL^ 
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mmm. rmimtmm n# 

^eas, Cushing^, ^yo7^f>ig, mm*)'' 

, *B (#0x.i^ AJM) > is 

jfilJt^ r^’JVTW-, J§gJffi#1£. JIBJiSgMfiU 
nt^w • femnt 

® 1 4 2 7 3 ^ =7— ;*> b f ^t±<DISJ!SSStfc 1 4 2 7 3 £ & 

7v K-V7, ilifl> «m*ff»II8^ ftHBifiUlg, 

»#, mmm, TSffii^t win TStoatrit«flB®T^ rsbrnAA 

m, $s»gA^ Cushing^. mm*)^y?f 

at^*^dEgi») , m am) . s mmmt. ibaiue 

% ^^r/7w^, j3§j&#i*l mmmm, m&mmM%t*<Dmm-tt-tz> 

• femit Lxmmx'&Zo 
[0 0 7 9] 

*5&nft<nx 9 V -—ymfettzitx? ') --yrm*? b 

I&&A* 1 4 2 7 

M, ^JUjfiAr&f^k &J±M, brCflEift^k mWiM, 

<vmn (j^t> wmmmtmtt&z-t &%>%>) 

£& 0 &§&BJ3<7>X? V— — V —«=■ b &ffl 

V'T# ^ S A »4*eo«[43 4 {«5 e $ *i?\ - tL 

RISKS:# LT& iv>U 1$m&&l3'''r&JfLXt> iv* 
o aj3c±ffl^e>#Lrv^ffl*srafeigi:UTajta^'t*^ 

t rfX £ & 0 i A^<7)^ ?V-~y mmz tz It 7 ? V - - > * v b 

-h, araafeeu en*. 

b ltiswu ®rmm#\zo 

. o i ~ i o omum^tu* t^ 0 
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Ltii, 'fyx'jymM (flu *>'>> '7*<z>WBtfrbibm 

ztitzmydj >*') >9 &m ; * -* y 

yzY'i '/t, ij ; / ax m Ajgj& ; */n 9 \ y 4 ax ^ >i£l& ; 

077/^>bJ (00. INS-If) > 'f >&&&& 

5&#j iMt?*:/'! ?v'a. Fd^^'/'a ui/7') 9'/yttz\$ s £<n>’? 

W A^:^. JTT-50 L MCC- 5 5 5, YM— 440. G I — 2 6 2 5 
70. KRP-297. FK-614. CS-0 1 If) > « ~ ? )X/ 3 'A 

ia#^J ( 00 . jK^v^-x. t#;w-f-x. >30 

K^J (0)J. 7 x>^;vAa /bd^v^A. X^a^a^) . x;v 
^-;V7V7l (00. hJl'7'9 $ b\ V^)'09^< K. 7') 9*7 v K . /n;v 
ynys-5 K. b?*f* K. 7-bh^f5 K. b\ K 

30 axo A5»tf&*i20 (00, W^V — K. ■fe-^^V — K. 

GLP-1. f-T-^U — K30 > 

■/^S>/W*70-^~£ I VM^J (0!k NVP-DPP-2 7 8. PT-10 0 
. P3 2/9 8f) . 3 Tzf—y b (0!). CL— 3 1 6243. SR— 586 

1 1 — A. UL-TG— 307. AJ-9677. AZ4 0 1 4 0f) . 7 5’J 
~yyzf~ 7 f (0|J. A^A'J >7 K|f) . :]'7<i'f'Dy >/i'^7 7 ^ 

(#l v ymm . «»r&iM*0 (#u. mmn 

^OV^-x- 6 -*X 7 r *--t?IS#$<J. ^A*£#b3iJ30 ^ SGLT ( 

sodium-glucose cotransporter) IS#^J (00. T— 1 0 9 5^0 t> tt 

&o 

t ttfi. 7 )V V - x »7 gB£# m.WM (0>J > b ;a A x * 

^ A je./'?;WX ^ b. -tr-M/X ^ *y b. b, 7-f / V^^7 

h (SNK — 8 6 0) . ^ y b (ARI-5 0 9) . CT-1 1 2f 

) . (0!l. NGF. NT-3f) . AGEIM^J (00> ALT- 9 

4 5. b 3r^A. N-7xtyW'/'J7A/aU' (A 

L T— 7 6 6) . EXO-2 2 6 30 . fiH£MfcfctB*HS (00% blfc^O 

flajflL«itgi^J ( 00 % K30 

[0 0 8 0 ] 
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Ltli, 3 iM 

. 'f^^Ts 9 -f- >. -f->\ T^l/y* 

**?->> (0!U f-h';^A4a^) ^s) „ 

h i; ^v-feu mT^ffl^tt-5 7^r7- 
(#!k ■ /, «*»f7'f 79“ K ^D7^/7-b, yA7'f/7“h, ^ V / 
7 ^79“^) 

Ltii, ryv^v-y^ymm^mmmn (au x.7 

9 7y;w •r^7 Pi ;;v^) „ 7>/tf>y'/II»] ($k u-y-jufy, *y 
T*T)V? >, -/V^tfM) . Af§in£r| (M. ^7x'/ 

e> % 7AD'7lf>, X*i5;kr>, . ?u=-V's*ShPmfh 

flho 

fetWiiLTii, m, m7x>7;V7^A -7 

J- >■ 7^7 ^ >. "7 . 1 . > -f JV 5. > N '/T’>7^ >, 7>7 x/ 7' ; 6>, T ? ^r'9' > 

7i^>^ 7y 7 K-;K 7x-;V/n;V“JV7rA ^n^>'/l/'y7 7 
#) ^ (00. tA'V^^y^) . i?373-7f (00. CL 

-316243. SR— 586 1 1— A. UL-TG-307. AJ-9677 
. AZ 4 0 1 4 030 . ^7?- K144dfcWlWai (00. U7°f->. CNTF <&&. 

30 . =71 /y7f^rX>T3*x7h (00. 'J7f h'J/f, F 
P L - 1 5 8 4 930 l&o 

mm&t ita, ( 00 . t'jf^tf'j7Aft7* 

n^>. . f7yK|® J (00. 

v K. y^D^7f7y'K, h V ^niMf7y K. nKD7nnf7yK, fc: 
KD7;v^f 7'/K, ^7y>tKn^nnf7yf\ K. #y?- 

TvK. ^f^nf7/Kf) . 05 tIT;v K^-r n^#ypj (00. 7t?n/7n7 
> b'J7ArV^) . RmM7KP#PI«J (00. 7**793 K30 . *n;v 

K^»J (00. 7 7;i/y K. <*>*>«$ 

K30 . 7'/-tU\ ^VV^tfK. ev*— k. 7p<*-K. 

T'n-fe^ K3^ ? Wb*L& 0 
[0 0 8 1 ] 
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LTli, 0Jx.l;f7;v3 i ;Wfc#J (01, •’M b\ 4 

7tX775Kf) , ftftJStfb&J (01, 5-7;vtn-)r> 

/HS) , (01, W h-7/y'z, 7K'J77/y>f) , 

(01, If V J7-7>, t?>f'/^ ^^rV-^f) , '>X77f>, 

U xb^yK4Wf?>W. 5--7;v^-n«!7^'> 

& 7^n>iSvMi^t7^n>4 t ix'o 

L T Ji, 0!) £ S tz ItM'mJ&ft (^ A 9 5 ;v v ^ -7° 7- K 

if##. ey/t--;i/f) , (0k v'^ 

*w^:^) „ (0k * 

>^-7x07, (IL) IS) , nn^-fiJifcST- (0k IBtfc 

x'J7n|xf'/|) WUL-1 

N IL-2, I L- 1 2 lv\ 

. y^nt^fyrt-b*SilJ (0k r/K^'»S) C^-Y^- ■ U-9— 

•7 (Cancer Reseach) % ^4 9 ^r, 5935~5939 S, 1 9 8 9 ^f0 , *7 ^ 
77rn>i$#: (i, /y^fn-mf-h) [vy-tHI' • • * V 

zzjj )V • 1 7 3 n y — (Journal of Clinical Oncology) , ip£ 1 2^% 2 13 

2 2 5M, 1 9 9 4 30 , i®7rnj K (01, T**t* **"/>*£) , ^ b^n 

^ K9fjg3k fh9tKnj&7tlf/- Cfcgfcte^’f * l & XS 2 t 1®1 

«) , (01, J^rr^y?cc>^S) (^rr/x • vy- 

-j- ;v . yf ~f • (British Journal of Cancer) , H 6 8^, 3 1 4 ~ 

3 18 K, 1 9 9 3^), IG'F—l,^>'i>'/^(iM^M^:^Si - 

& B^Trab & T N F — a , L I F, IL-6, J-yax?3-yMKtt-i~2>in>fc% 

t & ^mwkM totm-rz^t tfX # & o 

(01, ALT-711^), WS??&ilBI&(0k y-128, VX853, pr 

osaptide#), fy77kA 75 bV^fT/, -T <'7*7* » 

, Jjt’C A/^A/HS (0k 7^bky7) , ffiFWRM (01, ^'>Vf7) > 7-fe 
j-)VU') 'y^kWrVf U ify K (01, ABT-594) , x'/F-fe’J y^Wri&afnM (01, ABT 
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7 ^tDNAO^f > M3 7C7)— as*^«r 

Jh«E, 

<7)3’ Tit £ & BWfc £ *)0TtE'e&&o 

jE#* 1 4 2 7 3<Z>«lR«i*HU fc (tfflx-ff, -7^^ 

^.7 % ^M-yK ;nA 7^“, 7'>K 77X^t*) ffiSfcOJFFIiL WK 

% Win, Ha^«S^DNAi3j:tFmM^#ay^ 4DNA7^7 , 7 1 J 
- J: ADNAtf>£T**v»J±~ SUfc LT> fi^ WJJWJ& 

> ^iflUfi^RNAJ; 0M^*tfcte*&DNA4rIRiH-i: L 

TW&'t&Zt&tB&Zo ttz, ^.Jfett^lltDNAIi, JLI3<^»t ifcliffitt 
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v : 88/ 



£ 1 4 2 7 3 *>35*Lfc« 

fMWfcfBR-t # & o 

«»IRW»±IE^I6!fetCi5^rl^L^*DNA3>^ b7^ h £ LT> flTSB 
^HWPfflm&SBf ^ 43 it & 0 ^ 14 d n a u^.m% W)W<om& 

«i3.t £7 izm&Zti&o DNAMOM 

tJO®E^«^43V^-C, ^Hjo^14DNA7&q?^-r^Cl^{i, 

i W«<01-^T D N A &#3# 

i*££fc£ *«£■***<, 

•e-ojE^JHBuaiJ x \,z^m<o^.^D n a sr^rt * « 

^^co^(.^14X#DNA^^^$-lir7t^t h*tfLIM&W\ IcffifcX Dfl-Sfeti 

idna &mmw}t lx m^x>m^w 

& -hw. 

^WMSfe&CRi K4s It 2> $H^<?)^ttDN A <D&m±, Wfo<r>Wm 

«43 £ izi&ffl \ l zftteir2> X 7 mt# $ tiz o D N A^f&Ofp 

an m<ommsm& k s^x^m tow*#. dna w&m &&&+ zztte, #m 

x \Z^%rW 0*i-5fc14D N A *» 

*£*■** -r t *W*fct2>o ^l&W0^5|5ttDNA*$tt*IV^i<oaoSft!»0 
^li-€-OK^tt43 4 lc^:^0J<7)^^14D N A & 

o 

<DW)W}*&%l'tZ>ZtiZ£ tyt'<X<7)^'t)mD'NA*m.m^ir2> £7 fcf$S 
[0 0 9 6] 

HttflJB|!»»4, *5&WOiE1irDNAri*fl5S&3t 
£-££>*lT43l9. F*3l£14^X^DNAC0^tg$r.#iii'^>^^^4 Oflfcl^WJw 1 4 

273 <nm%j mfc*%m-tz> £ t && o „ l-cto-t & 

iimSo «*.**, ^HWOiE#DNAIE^«l*»S:fflv>T^ 1 4 2 7 3 Oil 



tiiiE# 2004-3010863 




2003-010001 



^-v : 89/ 



MM*?, 1 4 2 7 3 

itz, tft/cl 4 2 7 

3 & £■ 14273 IcHS^-f -Sfa^lSS^-^ 

^ i; - - > r&sBHz i> mmnmx$> %> 0 

— -ft, &KKJ: Ofl-Sfc 

tDNA Cl <h «ILt|DN A#«&tf t LT®1jt<7>g«IW3jt 

* Kfc&*^*CI60H-*: Ufflv^ct^-e^o /d^^-^DNA^ 
^>7^ Hi, ®#^DNAI^¥&lcioTfE§H*&Cl£^-??£&o 
ffflia^Pf N A<7)^#{±. i tK 

fc j3V'T;fcl&§H<Z>^#D N Ari*##-** C1 (i, ^-<7)K^ 

«J3 i A *#•*-* Cl £ £mRfc-f£o 

<7)^3fc14D N A Cl <?>?•$*&, -C-oKMBJM i 

(D&XK^WRV^iS'DN Z> o #ADNA 5 Srffi|SJ^'fe#^)M^tc;^o^ 

**fs( =f- hi frt/£S*#U ci hici 

^iDNA^^t^> i ■? Ki^!$£ / ft1~& ci &o 

[0 0 9 7] 

HJflLIWi, ^S&93tf>*#DNAa*ift3&ift 
£-£ib*LT:}3^ F*3^El4<30X^DNA<^a^^Pl^-f ZZtlZJ: 0*&MK 1 4 

2 7 3 (O^I&Ffe&WFlfcM h * h Cl fc j&*^> *9 , ^(O^MXrTVUW)^ £ tTflJffl 

«*.»*, 2p:|&^0*#DNA^tt«J«rffl^*C, 1 4 2 7 3 

3 d^^oja-e^^o 

£fc, ^#W*jpJffl^rt614fc Ltii, 14 

2 7 3 1 4 2 7 3 fc i&jE# 14 2 

7 3 (dominant negativefpffi) trfflVB'i' %>X: 7 *)Vb &-5>o 

££, ^^O^^DNA=Sr^$^r/v:IJi?LSI)^{±> i&ltLfcl 4 2 7 3 
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b, 14273 ks* -r & 

ttz, ±.%z2W^x>ifW%<vvNAi&&mty<vz<n>w.mm^ifo®Lb it, m 

©$H^<7)DNAig^i^ti4 l <ODNA^ L < l£R N A 
i^liDNAt:! 'OZ&m.Ztitz 1 4 2 7 3 -?> £. <h tc <fc -5> % 1 4 2 7 3 1: 

i 1 4 2 7 3 t(7)mM&^'''X<DM$t, 

t)igm u . 1 * 1 ^ ^/bl 

©jlfBCDf zm<vmmzm^ 2 > d t &c £ ? v 

-~ y ?\ & 

1 4 2 7 3 

££>K % 1 4 2 7 3 <7>^t£^14MTO^ 

1 4 2 7 3 tcp^f ttz, 

1 4 2 7 3 *9 

bft, ifLv^^^or^ $<b^{i N 

Xnj% %> ZL t d*T? § & O 

^ODNA^Efi)%^^)#K^ i 5tiil^ *£0M&> bVXi'yZ 

IfL^DNAM)l<7)m 
Zt&Pimx&Zo ZbK, 1 4 2 7 3^«0 
#^<b> 7^'h-yX, £ tzli^tib v 

1 4 2 7 3£«fc 

r/-e j§?Bj 3 <z> £ #> £ & & o 

1 4 2 7 3 

£^tr. 1 4 2 7 3 

t/Cx O D N A^f III S * li^PI 

ttDNA^a^? * 1 4 2 7 3 
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ft, 

[0 0 9 8] 

(11) J virTt 7 MOtJ 
J&g)!ODNA§§51^£:#fc bPS#LS&t7£tltt-r&o 

(2) ^DNA^l/*°-?-)tfcT- (#!)> 3 *cB§M^?> ^ ^ bS'*‘~tf*t. 

& £ t K X *) 7R£ttlt£ titzM ( 1 ) 

(3) Cl) 

C4) Cl) 

C 5 ) C 4 ) 

C 7 ) iDNA^V'f-^-Sfei 1 (#!k h v^--tf)t 

f5^) %^X1r2> C: h &c<fc f£l^— * — 

A^^tt*^>7 p o^e— * — (DfflfflTX§&ML7 &H C 6 ) bPS?LllJ% 

% 

c 8 ) ^vm%wjW7'yMW)%dx&z>n C6) huffish 

C 9 ) C 8 ) hPSIU&tk £.£0*' 

CIO) m C 7 ) i^tb^tf^iS^U 

1 fctiSL#i _ £'fb < & ! l&$ ? U — — > *o 

[0 0 9 9] 

Mii?LS!)^KI^I® f£#t: MffifL 
Sft!»**^ri"*^W^>DNAtcA3feW^SellSrinx.*i ^ dnam 
m*$ pflKl-f-*^ 4L<liiDNAi*3-KLtV'4 1 4 2 7 3 (Dfe&ZnMM 
lz&&2*t2>ZtK' t0> DNA^SCWKl 4 2 7 3 (& 

T> *$&m<?>y'y?T*bDNAb%rt-&Zt&l!>Z>) ^l'#HI 6W^>K»IB 
B& (JilT\ E S $BB& <b B&fB't* & ) 
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LTi±. 00 x.**, 

»)RDNABB3?!l0-|®Xt4^«|50lllfe. fl&DNAfcffAifcfiSifcS-fr 
ZZ.tl'ZXvTfTtei Z.btfX&2> 0 Ztie><nm&£J:l) s 00 x.tf % ar/Wl* 

<fc lJ2|t*W<oy "j 9 T*) hDNA£fpM-t-*U£iv> 0 
[0 10 0] 

(&t\ *&m<o d 

n a b Es»s tz *i*f&9 § <vs tEsmmt mz-f z ) <d 

0OfcLTt±, 0Ox.tf* B&tlrZWK f D N A i 

£>&v>ti l a c Z (p-lfy? 

) , cat (^D7A7x-3-;l'T-bf;v h 9 > A 7 i 9 — -If =Ht^ 

fc*v*»;tx*y >H0,f > h n>§|5^ ic &;&#££-£& D NASSAU ( 
polyAft 2 lD '^^ f '; v & £:*) y -t > :/ -v — RNASr ^- 

J&X* %t£<-rZ>Z.t\Z&^ T, KafrfSi 1 «It & ct ? fcflMg l/;DNA 

Sem^f&DNAtS (J^T, ?-/■; A'f Mi 

vmmw<om&mzmxu n^titzE s»cov^^ 

^^DNA_h2b^>v^i^ol5^cODNA@B^J^-/n-yi: Lfc^-if >'W m ^ 

-f * tf— v 3 -y V 7 - 4 > ^ “±(0 D N AE?|J i : ^ / 7 

• T'f 

XyA^-b lf;PCR^:i OflPfrrU ##§9!oy y^TO I'ES!fflJ&£gSU 

t7t> J9^^0DNA^fg<b$-^^>7COE S*flU&£ L 

T(i> 0Ox.tf^ -9 «fc < > tfc&to Eva 

ns^KaufmaO^&t^CTfrL <#3ZLfc k<DXi> iv> 0 0flxJ£ % 7>)^(DES 

— *tt£lil 2 9I<7)ESIIlWffl^titv^A 



ffiSE# 2004-3010863 




2003-010001 
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mbfrftE C 5 7BL/6-7-)X^C5 

7BL/6<^0flmo4''£££DBA/2 t^iCi I9 ^C#L/cBDF 
X (C 5 7BL/6 tDBA/2 t<DF i) Ltz & <7)& £'i> &£H~ 

o BDF i 

icjjp^T. C 5 7 B L/6-7-7X£ir:fHc#o?>t:% d fr*m'''Xftb1Xtz E S 

C 5 7BL/67Wi:A7^n^ 

5 7 B L / 6 *7 7 X Hit i t l> * 

x-mm^m^nzo 

ttz. E SI0J& £#:£-*■ &i§£\ -^i:ilfit3. 5 BgoESS^ffflt 

& ^ ^ tu^uc 8 »$jbs zmp deem t xmm Lxm^z>ztK£t)%}m 

X < l-tOlDlE 2>ZttfXSZ> o 

iHi^^-fttOE S*aJ&&fflV'T& iV'^ % S#^tf)E 

[0 10 1 ] 

ESil«ll©IJ5EMtLtl^ «£(t P CR&KJ: *) Y$rfe#:_t?>1£ 

z<DimtLx$>if2>zt&x%2> 

0 r. «S0*r*-r*<0fc*U o 6iico»^:=SrgL 

l nn^.-^IjgOE SiifflM: ($J 5 010 ) -CSftrO'e, *g# 

^j^lcistt^E Sutton— ^- tv^ya > ^ -9 -1 .h^BTtgt? 

&JK fcia 

^-tv^ya'/tuti, fllx.*^ G-^>7M >r&iz ±£$rfe 

mk<r>mmmz x v n o z t &x § * 0 » <b *t& e s ieht^o 

1 0 0 %/5 J SS ^^(D^(D^^f&^\^^X>Til^^ALWkWLt£$!k'z3\X^ E S^ 

m<7)i&itt*y 7777f Lfc8U jEHTffljfe (01*.**. -77Xt(iMW2 
n = 4 0T?£>3*) lv> 0 

iOidJwLT »?>* Lfe ] B 5 » jW ] fe « ctt ^ *#*< 0 *& te **: fca £ Jl .''^ 

fkxz z>mij*&''' j ?-t'''< 7 )x\ &i£m<mttigm-rz>zttf‘&mx$>2 > „ 01*. 
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94/ 



tf, I F (1-100 0 

OU/ml) (fti L<1±^ 5%£tS£#*> 9 5%^J 

tzit 5 96^1^ 5 ^ 9 0 %£$0 -C^J 3 7 * ^4>*ifc*C 

J&*U 0HX.MT, h'J7y>/EDTAlI (il'S'O.OO 1-0. 

5 % h U -/'>>/ 0 . 1-5 mM EDTA. (±& 0.1%h’J7'> >/ 

ImM EDTA) £ «J JMIBJBflSU Lfz7 4 - 

EStttt, jS*5£&fH-J: >K 

mm i*i®m ^tas*^* 

>f ^ ttfnS &-£'&> *) (M. J. EvansRZM. H. Kaufm 

an. *4^7- (Nature) ^292%, 154Jt> 1981# ; G. R. Martin /Dy-f 
* 7 77 , • *:/• tvat^ • 7# 7*5- • *:/• • ^.-Jcxai- ( 

Proc. Natl. Acad. Sci. U.S.A.) f£78^> 7634H* 1981# ; T. C. Doetschman 

v-v — ±)V • ^"7 • i'y/’J tny- • 7 > K • x^ 1 ; ^ • -t/w 

7tDy-, fH87^ 27H> 1985#) , #f&9??>E *L& 

$^(7)DNAM^tt«^ -Otf hnK&tfa 1 4 2 7 3 £ fctt 1 4 2 7 

[0 10 2] 

MfcfUMfettx UWjfflV mRNAiHMSS: 

*9 > ]E#tfr^ t ESiJ-f & 

£fcjWtB*C<fe*o 

#H§9^DNA|&m^#^ 1 fcLTfNRL 

tz$ — y "j T 'f 7 7^7 ? # 

AKJ: 9 7 7'<9 ^“0#^0DNAW^14<k$tt7tDNA@e 

^awsT-ffiraasix ia^ v ^ 7i«i tz &•? v x$mm<v%z&fc±.v> 

*)> $WDNA^ 
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95/ 

j y * r \ ci t a>*v § &o 

y 9 T *y h Ztifzmmi*. *S&IHODNAJtSfc»±-5-«>j£ 
#c9DNA§£?iJ£7 p n--r < t LtzWys'j 7') 

Y'y'rl ^/^^^“±(ODNAl?iJ^ P-Vyr-l yV^? Lfc 

-r * * O D N A D N A IB^iJ t £ ~f =7 4 *r - £ L fz 

PCR^a^ittlJ^n^ ttfX'ZZo &K 

*&£*** iH£T-*BH&!fex.te J: t), *§£WODNA*^i£mkZtifzfflMtf;£? 
fdMicftAL, ftWLX:** 

L ODNAI^^o^ 

«t -5 ?mittiE#®it*3mi-&zb\z£ i)fthtLt:m#m£ < 9 , &x<o 

izmM%imx.fz#%:m<DD nai^^ z n. tzmfo*. 

Witf, 3- i t)m%\l-f2>Z.tK£ 0#<b*v;E, o 
LT#f>tt^>(@#(± % ®?g\ 1 4 2 7 3 0^nf§^^flc-?fc»), 14 2 7 
3 ^tubOMfl^'b 1 4 2 7 3 4>sfc^eS&5l 

,h^-C£& 0 

[0 10 3] 

wmj&zim t & &&■&* m a ia, wmmmft k * ^ j ? n ^ y v *. ? v 3 > & 
*CDNA.^iftSrftA*f*i tKX 0 P-ryf-J y?^? ? - 
U:F7^yi-^ipt: bfli?L»£#& £ Zfih<7) h 9 ^^5/ 

i - y aH£?-JtS|B!&&x.KJ: 0*$&9!©DNAEi:: 

^mo$>&i><r>zm$Lir&zt\ l z£ ty&bti&o 
iO±^:LT^<7)DNA^V y ^T-> E ifcEKJ: 0 

#k*i£MMS'f$&MDNA;&V ytT+y h $ tiX^Z CL t Srfll® LT*#0®| 

&»»W0W*J:rril»K:ov>T41MSfeK:fj6£tfj:v» 0 ?%*>%, 
WffcikT)NA<D^ir&mi&(DWity* : $tW,^Z>Z-t\Z& 0 , t^MDNA?: 
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=T- >®©S :^#Ld &o #<b -Y =f 
— #^S&tHc*tLT^ lElWfcl, 

jfcE'CEW'*' *£*:£* i)SbWfc^*£fca , '<?£*o ^s-rnHf-f rr- M&$K> 
IBiaiSr^E-f^ifcicJ: 0, iTOkDNA?:^t^^^ =f- > «fc CJ^t- 
n-9-M =f- >S6®**5il««-r*o 

^UKODNAM^^ 1 4 2 7 3 

1 4 2 7 3 t 

[0 10 4] 

(1 1 a) 1 

3b* & ^r 1- a 'ffc'trtfe <7> * * y - - v 

K&mir&mffii'ZttLr'fem • 

#S&93«U $^<DDNAM^^t >nSaS&tfKt£^b^£ 
#.$.u • Eset** ££:*#&£**•&> ^ODNAO^ 

• ^KiSb^SrWi" &YbYH^£ /cii-eo 

v — — > &o 

V - ^y M®H 

]til$3<b L*C{i> 

Sfl&fb^fc lt(i, tfflxJf, s<7*-b\ ?y^t, ^ 

j&Yb^-tK $&#&]©»> *wifB$u i&MMfiam?fc. j«&b^ s 

£v*u ^^-fb^-t/'c^o 

tfciv'o 

^ it . (ODNA fc h miLSb ft * . Sflifcfb&ft TMGsS b 

„ ijftioMittWtJfcRt, &iftfto£SH^ 
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Mx-tfs Half 

nmbyvofctfi, tmft&®<D&n%}?\z$>t>itxmg.m$i-t 

ZZttfXZZ o £As &-5-A&S 

if fc * fr-SrTjfiM&i- & CL i: j&*T? § & o 

[0 10 5] 

mb%<vjta.mm^±mmBM'ms%o i o %&jbs l < «& 3 o %m_ts «t o 
$fiu *±& 5 o %m±i&TLAM\ mmmk&wz±m<DmBjzttLxtem 
• LTS&1“*CIi:j&**e£*o 

v -->r*m*m\f'x&btL2>it&toit. ±%zLtzmmt'kydfrbm 

(f n/c^fk^-tre^) *9 ^ 1 4 2 7 3<O^CiR^««*^J:oT5l§jec$tL*^ft 
(0#*.tfs f|jji#is Sfttt&Pt$, Ah-'>*s TvK-vX, fg&^ttgl&tF, 

TM#tfr*«tfefiT£s TStttt/J'AaE. JjUft^s Cushin 

g^> ^5'Xv9 , m (wAif, 
AM) > ffitt«tf#s R1R&& ®JfiLH^, flgjifi# 

14> flrt&KifcJRfcir) ‘ 

mt 

£As _tfa* * V -- > fc Hlfcfcffl 

m*? v --yr^mxnbtitzik&mimzfmLx^x i> mit&vs 

(Ot&t LT{±s (Ms liis -^iaS (MI 

s rn/UV&l&lt)?) s i: 0 frtt£3^Wfcjfr#S;f'L£& 

ifWfjt^, MJ^ii; mmm (Mx.{fs ^Ms »; > 

m, $c^&if) i:o^ fcawi^rissgft (MJx.fi’s Sis ^s a 

ne^-^ifes *7^;^ vu^^s h/n^^s l^is 7^>^s vy=m, 
B^s ^,i.#^s / * yxiu^ym, s<'s*iy*)V*y^t £ ¥) 

V* btl£>o 
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yj-z.y'm&re&b ttrss 
L / c 14273 t'jify :^-$- 2 >mmtmm. 

& <7>T\ «*.»* t:ht/c 

(0HX.WT-. i^'/v\ ”79^ 

i)7, ^V&if) IC2+ LT^S-^-'t*‘5> ^ t -?>o 

®# 2 *#u iS;4;v- b&ifKJ; 

0 MMl&fo&d*,. I^IX-I^n |^ y fb / n'^7^^P^-^’^'-?> ; ^'D'' — i'-'^J X. $3f-> 

£§£?£ (6 0 k gtLX) K&^Xl i, — Bfco£#&0. 1~1 0 Omg, 
L,<*iftl. 0-50rag, 0~2 0mgt^o« 

;z>j|jHH3\ -?-<7) 1 **#«#?> 

if tc «t o T i> M % & rt 5 \ #)J k. fcT* iiiiWJ x* J£\ ( 6 0 

kgiU) bz&^Xli, — B^o§^j0. 0 l~3 0mgHE, &tL<ti*l 

0. l~2 0mgjgJ^> £ OSfi t < (i&JO. l-lOmgtflilftlHw-t 

6 0k g ^ /tr *9 

[0 10 6 ] 

(lib) ^^/l<9DNA&c#1*&7 p n^-^-0?£14£1£li3/cl;iM#1"&'ft; 

y - - > 

VjJ?— ? — ^ </> D N A Ir^'t' & “7° 

n -=e - ? - <D * i&m * tz it ia#-t %> ttzit^r<D^.<DA 9 V-=.y^ 
fr*Vk&-tZ>o 

±M* ?')--> #IPJ3 WDN A^Wf^F fc h fc 

Ltli> fTSBb^l&W^DNAI&^^li ^® D 

£K<t D^vfiHkffcStU 

•?> o 

i»ffc£-tr£ 
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(1 a c Z) . pT?#14T;V*V 7**-77 

x5- tr* ws-cfc * o 

#§&fE<7> D NA^U^-^ -S^ffH $ D N AS8B7F£^ fc 

h PifLS&tlT**i. V * Q - * N A 
iBTK#£-r &^-c% K-r&^soi&m*- h l^-x-r^ 

«ilf, 1 4 2 7 3 Kt^DNAW- 

( 1 a c Z) T«Ltv^f^ #5£. 1 4 2 7 3^Mt 
^IiT\ 1 4 2 7 3^t>«9 K/3-jf7? hv^H * o &oT. $! 
xJf. 5-/n€-4-^nn-3-/f > V') fr- 0 -IT? 9 (X 

-gai) <D£d% p-ify? v y-if<r>mn t% z 
b\z£ (K fBf«Hl 4 2 7 
AteftHcti, 1 4 2 7 

fc K*^-C05£U 0 (PBS) X-mmk, X - g a 1 &# 

tr»rfeifc*e. tz\t 3 7 °C#ia-e> I)3 0^V^L1 0#r H mj££-££^ a 

flfcSfcfcfclmM EDTA/PBSil®niU:J:o^ p-lfj? h 
v/- tf®S£^ih£-£. M&£illrf*U£J:^ 0 *fc. 1 a cZ 

&3- Kt^mRNA^tffitt^iv^ 

±!B* * V - - > £ J8 V' T# £> *l & Zfzlt^r <7)iM. it . ±IB Ltzi& 

*9 . ^©DNAc^t^^t- * -m& 
Zfemtfz it ia#i- & 1 b^tre * * „ 

wttttii, (M. ^«m*if) ($ 1 . 

&tf) itzbomm^btL, tvfritQim^MKwm-ztizmmummzL 

V'o £flx.f3t. (fllx-tf. 'l^E *ft*3Rm 

. «m*^) tot. (^ij£(?. mm. ^m. ^ne^vm. *7 

*^;vm. tw>*. M^m. ^j.>m. v>^m. #m. 3cA#m 
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^-v: 100 / 



[0 10 7] 

N A /n^e - 9 — ^fe^'lSiSA &'lt'n$J'£ AtiA^imfix 

$^i7)DNA(^t^/D' : 6“^ — f2Ml££i£3IIA Z>4 t'a^dt. A & A <OiM.fi> 

1 4 2 7 1 4 2 7 3 (OMM&'IZM’t % Z t&1?£ 2><DX\ ffl 

X.(£> 1 4 2 7 3 * tafizMte t 

x%mx&& 0 

t^hJI <0 D N A f*2i A & An -^ — ? — rS14 £ MF A & 4k J a%9 tfzht^t <Dik fi > 

1 4 2 7 3<Of&5i£ISWU 1 4 2 7 3 <OHtB£MA'& ^ Z><DX, m 

x.jf, 14273 (vz&m.M&fcmM't&fe&te t'^m • t^mm t l 

x#mx$>& 0 

1 4 2 7 3 <Dffi.1i&F-kKm&1r2>fc&t Ltl±, tfUAfix 3i>l<.#§> 

„ X b — '>X> 7 vK-'>^> M^RlfrfiEx « 

JilJfiL^. MlffclMx JJE$t^> (#!)x-fi> TiMflitT# 

„ TS#14/hA^I> IjUftiSEx Cushing^N tn> 

^ (^x.»?n ah&jb) n mmmm. 

fgffs, ffijfitfjfjE, ^>X'JV71/^“, J3tJK#ttx M&S£*ix *BteJ8fi£Jtfc£' 
tf&lfhtLZ o 

1 4 2 7 LTfi> HM!x 

N 7vF-y^ «R«Vi, fSmffilHffl&Ex S5 

Jllto.^ iMt£lt#x JM^x 

> Tifttt/>Ai, flSSBEA^x CushingilPi> H/n7^f>ii, ^ 

% 2£ 015!! x. fix Allies) % bB 1® I^SiS" x 
'MW> ®JflLH^x r^'J>7i/K^ MS#14x flifl^Mx 

$ ibfc> ±M^ 9 ') -—yyx&btifzIk&WiifrbW^Zlx&'ik&WJbfslW.iiZ 
ttfXZZo 
[0 10 8] 

^ 1 ; - r. > aa&"C# b ti Mk&to tfzit't < di& £ A % fix MR 
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101/ 



t/c 1 4 2 7 3 ify 

&mmtmWiizLT$km-r2>z.£-t) t r~&2>o 
Z.<D < £7 lzLXWt>ti2>W?\&> fijx-tf. KYtfz 

l±PS? lSh<& (01*. If. 7'/K W7l'> :/*. * 

v, *=/, -f*, 1 l zttLX&5-?2>Z.ttfX&2> 0 

^;v- Yftt^zX 

— &Wlwfl|Jx.«r N (6 0 k g h It) 1C 

*3V*T ti % — Blco^lt 0 . 1 — 1 0 0mg> $5F£ L < lt& 1 . 0 — 5 0 mg, 

X *)&i L<1*%)1. 0~2 Omgt^^o ^<£>1 

tf. umism# (6 0 k gfclt) {Zte^Xli. — 

BICO^O. 0 1 ~3 OmgflJ^ £p£ L< lil*J 0 . 1 — 2 0 m g^^> £ 'O 
ftt L < {i^J 0 . 1-10 m gejK*r»Kffittfc £ 0 S^jW*^** 

o 6 0 k gifc i) Lfct^4t^> i §^> 0 

dOi^tc, ^ODNAtit 

JlCHSfeiBtfctt^Rfr • t63SE3lOWI&^§ (SttSot^^o 

1 4 2 7 3 (DXu^e— ^-ii^tt^DNA^fo^ -f-^TtftElC 
«**>*>;<? fcn- K*r*»^Srail&U ^^=S:®jtK7)IP«^ALrv^ 

«rf&fc1"*U;jr, 

1 4 2 7 3 ^ t $ <b 1C 

1 4 2 7 3 

*> L < Ufffl-C^o 

[0 10 9] 

UP AC - I UB Commission on Biochemical Nomenclature 1C «£ & <5> 
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102/ 



ZomZTU-tZo itz7 

tt&o 



DN A 


: r* A- v >; tfmm. 


c D N A 


: 7*# V d?$Cj§l 


A 


: rf-> 


T 


: y 


G 


: ?T~y 


C 


: yfy> 


R N A 


: v 


mRNA 


: ^yb/'y f t- 1 J 


d ATP 


: ft+yr/y yy=v >m. 


d T T P 




d GTP 


: ft + y/Tyy>H'J 


d CTP 


: 7**yy?-yy=') yM 


ATP 


: Tf/ 


EDTA 


: VIZgpM 


SDS 


: h o ** 


[0 110] 




G 1 y 


: yy yy 


A 1 a 


: 79~y 


V a 1 


: sty y 


Leu 


: a 4 yy 


I 1 e 


: ^vn^y'y 


S e r 


: -b'j > 


Th r 


: ^ L:t — > 


C y s 


: yXf^ V 


Met 


: > 


G 1 u 
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: 103/ 



Asp 


: rTs/^^'yWi 


L y s 


: >jy> 


Arg 


: 7 ) 


H i s 


: txfy'y 


P h e 


: 7x^;i/T7-> 


T y r 


: ^f-ui/y 


Tr p 


: HJ/b7r> 


Pro 


: -/n >; > 


A s n 


: 7x;n 8 7^> 


G 1 n 


: ^ > 


p G 1 u 


: 


* 


: ifcjfca K >£**&■*•* 


Me 


; ^ ^VH? 


E t 


: jr.f-;pgg 


B u 


: 


P h 


: 7i^jH 


TC 


:f7'/'Jy>-4 (R) Vm 



[0 111 ] 

-fho 

Tos : p - h )V^-Z/X)Vy Hr ~)V 

CHO : 

B z l : s<V'J)V 

Cl2Bz 1 : 2, 6-y^Dn^'/'» 

Bom 

Z 

Cl-Z : 2-^nn/Oy>^^fy*ji/^ji/ 

Br-Z : 2-7u^^yy)v**i/i])Vig~)}, 

Boc I t — ~f h 4- v ^7 ;l/ 
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104/ 



: ' J ~ fD 7 x/>-;V 

: h vt-jp 

I t - 

: N- 9 -7 )V*V — )V * h ^ry*;l/,f-;i/ 

: 1 - £ Kn^rv^yX h >j T V— ;u 
: 3, 4-yt Kn-3-tKDif-y-4-t + 7- 
1, 2, 3-^>'/f'JTy> 

: 1-fc: Kn ^ v-5-/ >_2, 3 -'/* y / ^ K 

I N, N’ -yy^D-\^y;|/#;v,fyM? K 

mm ^: i 

^ 1 4 2 7 3 (7)T< 

: 2 

b&lfcl 4 2 7 3 ^3 - K1*& c DNAOMSe^J^^to 
: 3 

v-7^S^l 4 2 7 3<7>T^ 

: 4 

1 4 2 7 3 £=r- K*t* <?> c DNAX>^@B?!l£^rfo 

WL ^ m - w : 5 

2 IZ 4s \f 2> P C R IxJfcTl£f8 L 0 
: 6 

MM0U2 Iz&lf&P — 

: 7 

MM0!l 2 l/Z & if & p c R Kfc'V'fgfil L/:7’d- & 7 F-fo 

[0 113] 

[MM#I] 




T r t 
Bum 
Fm o c 
HOB t 
HOOB t 

HO NB 
DCC 

[0 112 ] 
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105/ 



- . ? u -=.'s7 (Molecular cloning) 

[0 114] 

mtfcffl 1] 4 2 7 3 

C H 0 - K 1 0 1 0 % ( I n V i t 

r o g e n) 3r F — 1 2 (Inv i t rogen) L 

tz 0 h y 'y 7^ ~7 x. ? i/ a > 9 stf 0 ^ 1 0 c m 2 0 4 . 5 x 1 0 5'fg)0$g 

5%CO 2 8 iJS^P^$tt/cCO 7T;T"1 5P#F B m± 

inieLfco l7>X7x^y aXiL i po f ec t ami ne ( I n v i 
t r o g e n) DT^fP&ff o fz 0 6 — w 

e 1 1 XV- bZ&m-rzm&lZ. t-r, l. 5mlff 

xl-:/£ 23s:ffit:U ■ZM'tihZOp t i -MEM-I^i (I n v i t r o g 
e n) £ 1 0 0 // 1 l//g, 

& ■^-H'Tiii'-L ipofectamin el^^S?: 6 1 yjJsijnt^ W#£$i'a‘D> 2 

:«t:Op t i-MEM-I^i$:8 0 0// 1 *Px_ 
tz h 7^7 x^ vh £>^£i60p t i -MEM-I^i^ffi 

v> C H O - K 1 C0 2^#^^'C6Btr^*t/c o & 

PBS (Invitrogen) 0. 0 

5% ]> 'J/v> • EDTAM (I n v i t r o g e n) £JEv>T« 5 'U M 

^'^^th]iixl/co nbtifzmmomzmfcL, 1 o o^ u/:Hii 

0 4 th& X o Black walled 96— we 

11 plate (Costar) &C1 "Kfatz *9 1 0 0 fx 1 ~f* CO 2 

^m^Kx-m^mcfzo -ttfi h ^ y * * v a vm^K 
s&aaLfccHo-K immz&mm*y's~7)v*m\\c. )w 

IPR (Molecular Device) SrffiV'TiglJ 

fcctzo fl i PR\zxMfofi * mro 
t-r , f i uo3-am (doj in) *mi] n 

-r&tz&s &&V'{iFL I P RT'y^ gastric *6 X>T v 

•b4^7 7 7“^MUo HBSS (Invitrogen) lOOOmlC 
1M HEPES (pH 7. 4) (DOJ IN) 2 0ml^Di^I (^T> 



miEJj# 2004-3010863 



2003-010001 



106/ 




HB S S/HEPESM) t C N K (Sigma) 7 1 0mg£ 1 N 

N a OH 5m 1 S/HE P ESil5m 1 



L/c*t?)£l 0 m 1 £$s;&PU :o» 77 -b'f^ 777 “i: L tz Q )/tCF 1 u 



o 3 — AM 5 0 /i g^2 lyu 1 DMSO (DO J I N) iZ^MU 
m<D2 0%-7)VuyM (Molecular Probes) £JPx.*l£^ 1 



0 5 ^ 1 1 0. 6 mlW 77 ^^A' 777 -Cl)Pi > ^ 

^7X7x^y 3 L tz C H O - K 1 *fflj&<7) 

ljtfcfc ^ i o o ^ l -fo 55 i 4 f&, co 2^ 

^KT 10 #iiPg*U 

77^'f^7 77“»»l/;t, FLIPRC-by M/Co 3/c, 

C H O - K 1 ffijg tc^p-r & '//;Hl77‘fe^Ay77-»t 

PSSiU |W1B#ICFL I PR^-fey P t/Co FLIPR 

k > yfrma'&ommft t> ;v v * a 3ftjg<o«i £ so^ l £ 0 *■<&*§ 

^ s'SJl' 5 I'P'f (P a lm i t o 1 e i c acid) (® 1 ) ^ 0 / — 
)\sWL (linoleic acid) (® 2 ) .. 7 — 'J7- )V@& ( 7 — 1 i n o 
lenic acid) (® 3 ) -> T 7 (arachidonic a 

c i d) (El 4 ) ., KnfA^ - 9 -^ >11 (docosahexaenoic a 

c i d, DHA) (HI 5) 4$%1jnx-fzt § K, t: P & £Z/'WX 1 4 2 7 3 & 
f&SIt- •?> C H O — K 1 (*1*3 # )V v ? A jiJgcO±#) -r & 

>1 pn-;ix<7)^^ *-?)<& £^XL*:CHO-K 1 * 

*C«U H Pi3 1 4 2 7 



3 <7)1*31114 V ify K«it^ & Cl t tfW bfr^ta^tzo 
[0 115 ] 

t P 1 4 2 7 3 mRNA^)»$ 

mRNAWflt^iCtiAB I PRISM 7700 SequenceDe 
t e c t o r (77^7^ PVnM '>* 7 =- AX|i) 5im*<7)^*^ffl^ 

^)/7/v-[5 ‘ -GCIXnXjGCATGCTTTTAAAC-3 ’ (IS^iJ#-^ I 5), 5 ‘-CGCTGTGGATG 
TCTATTTGC-3’ : 6)]t/n^-7[5 ‘ -AGTTCATTTCCAGTACCCTCCATCAGTGG 

C-3’ : 7)] ii, HPM14273 : 2 ) £ & <h 
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i-AB I PRISM SequenceDetector <D V *7 h *7 jc t* 
PrimerExpress t'>/rAX|i) LT-r'^f 

'f > L/c 0 il^^cDNAIl, fc total RNA (7 

l ^ 7^4^- 4rfflv>Tj8fr<E2?Rl&LT^j® Ltz 

iyfD&i&ffi Lfc 0 <h ITS uperScriptll ( 

GIBCO BRLtt) ifjflU ^#0/Db3-;H:L^oi:fto*o A 
B I PRISM 7700 SequenceDetector O T a q M 

an Universal PCR Master Mix (T'fv'i Vsi^ytis* 
12.5// K #7 B ^4 , '7-£o. 9//M N /n-Z^O. 2 5/zM. 
c D N H®7fc*C2 5 // 1 £ ltiIL/: 0 A B I P R I S 

M 7700 SequenceDetector 5 0 XX 2 5K 9 

5 ICC 1 0 55*0^ 95t 1 5#\ 60t 1 O0I()ILr 

ffo^o t b#ttaa|-C<DmRNAO|&3S^Sria2tC^i- 0 

$ *Lfc 0 

[0 116] 

1 4 2 7 3 &Z b&mbfrK&vfcZ. t X\ fltflfr 

Wit 1 4 2 7 3, 

f&Bas* • femmt Lx^mx 

$) -i> o 

[0 117] 

mmm 

SEQUENCE LISTING 

<110> Takeda Chemical Industries, Ltd. 

<120> Novel Screening Method 
<130> B03012 
<160> 7 
<210> 1 
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<21 1> 361 




























<212> PRT 




























<213> Human 




























<400> 1 






























Met 


Ser 


Pro 


Glu 


Cys 


Ala 


Arg 


Ala 


Ala 


Gly 


Asp 


Ala 


Pro 


Leu 


Arg 


Ser 










5 










10 










15 




Leu 


Glu 


Gin 


Ala 


Asn 


Arg 


Thr 


Arg 


Phe 


Pro 


Phe 


Phe 


Ser 


Asp 


Val 


Lys 








20 










25 










30 






Gly 


Asp 


His 


Arg 


Leu 


Val 


Leu 


Ala 


Ala 


Val 


Glu 


Thr 


Thr 


Val 


Leu 


Val 






35 










40 










45 








Leu 


lie 


Phe 


Ala 


Val 


Ser 


Leu 


Leu 


Gly 


Asn 


Val 


Cys 


Ala 


Leu 


Val 


Leu 




50 










55 










60 










Val 


Ala 


Arg 


Arg 


Arg 


Arg 


Arg 


Gly 


Ala 


Thr 


Ala 


Cys 


Leu 


Val 


Leu 


Asn 


65 










70 










75 










80 


Leu 


Phe 


Cys 


Ala 


Asp 


Leu 


Leu 


Phe 


lie 


Ser 


Ala 


lie 


Pro 


Leu 


Val 


Leu 










85 










90 










95 




Ala 


Val 


Arg 


Trp 


Thr 


Glu 


Ala 


Trp 


Leu 


Leu 


Gly 


Pro 


Val 


Ala 


Cys 


His 








100 










105 










110 






Leu 


Leu 


Phe 


Tyr 


Val 


Met 


Thr 


Leu 


Ser 


Gly 


Ser 


Val 


Thr 


lie 


Leu 


Thr 






115 










120 










125 








Leu 


Ala 


Ala 


Val 


Ser 


Leu 


Glu 


Arg 


Met 


Val 


Cys 


He 


Val 


His 


Leu 


Gin 




130 










135 










140 










Arg 


Gly 


Val 


Arg 


Gly 


Pro 


Gly 


Arg 


Arg 


Ala 


Arg 


Ala 


Val 


Leu 


Leu 


Ala 


145 










150 










155 










160 


Leu 


lie 


Trp 


Gly 


Tyr 


Ser 


Ala 


Val 


Ala 


Ala 


Leu 


Pro 


Leu 


Cys 


Val 


Phe 










165 










170 










175 




Phe 


Arg 


Val 


Val 


Pro 


Gin 


Arg 


Leu 


Pro 


Gly 


Ala 


Asp 


Gin 


Glu 


He 


Ser 








180 










185 










190 






He 


Cys 


Thr 


Leu 


lie 


Trp 


Pro 


Thr 


lie 


Pro 


Gly 


Glu 


lie 


Ser 


Trp 


Asp 
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V 



195 200 205 

Val Ser Phe Val Thr Leu Asn Phe Leu Val Pro Gly Leu Val He Val 
210 215 220 

lie Ser Tyr Ser Lys lie Leu Gin lie Thr Lys Ala Ser Arg Lys Arg 

225 230 235 240 

Leu Thr Val Ser Leu Ala Tyr Ser Glu Ser His Gin lie Arg Val Ser 

245 250 255 

Gin Gin Asp Phe Arg Leu Phe Arg Thr Leu Phe Leu Leu Met Val Ser 
260 265 270 

Phe Phe lie Met Trp Ser Pro lie lie lie Thr lie Leu Leu lie Leu 
275 280 285 

lie Gin Asn Phe Lys Gin Asp Leu Val lie Trp Pro Ser Leu Phe Phe 
290 295 300 



Trp Val Val Ala Phe Thr Phe Ala Asn Ser Ala Leu Asn Pro lie Leu 

305 310 315 320 

Tyr Asn Met Thr Leu Cys Arg Asn Glu Trp Lys Lys lie Phe Cys Cys 

325 330 335 

Phe Trp Phe Pro Glu Lys Gly Ala lie Leu Thr Asp Thr Ser Val Lys 
340 345 350 

Arg Asn Asp Leu Ser lie lie Ser Gly 
355 360 

< 210 > 2 
<21 1> 1083 
<212> DNA 
<213> Human 
<400> 2 

atgtcccctg aatgcgcgcg ggcagcgggc gacgcgccct tgcgcagcct ggagcaagcc 60 



I 109/ 



HUE# 2004-3010863 




3-010001 



v : 110/ 



aaccgcaccc gctttccctt cttctccgac gtcaagggcg accaccggct ggtgctggcc 120 
gcggtggaga caaccgtgct ggtgctcatc tttgcagtgt cgctgctggg caacgtgtgc 180 

gccctggtgc tggtggcgcg ccgacgacgc cgcggcgcga ctgcctgcct ggtactcaac 240 

ctcttctgcg cggacctgct cttcatcagc gctatccctc tggtgctggc cgtgcgctgg 300 

actgaggcct ggctgctggg ccccgttgcc tgccacctgc tcttctacgt gatgaccctg 360 

agcggcagcg tcaccatcct cacgctggcc gcggtcagcc tggagcgcat ggtgtgcatc 420 

gtgcacctgc agcgcggcgt gcggggtcct gggcggcggg cgcgggcagt gctgctggcg 480 

ctcatctggg gctattcggc ggtcgccgct ctgcctctct gcgtcttctt ccgagtcgtc 540 

ccgcaacggc tccccggcgc cgaccaggaa atttcgattt gcacactgat ttggcccacc 600 

attcctggag agatctcgtg ggatgtctct tttgttactt tgaacttctt ggtgccagga 660 

ctggtcattg tgatcagtta ctccaaaatt ttacagatca caaaggcatc aaggaagagg 720 

ctcacggtaa gcctggccta ctcggagagc caccagatcc gcgtgtccca gcaggacttc 780 

cggctcttcc gcaccctctt cctcctcatg gtctccttct tcatcatgtg gagccccatc 840 

atcatcacca tcctcctcat cctgatccag aacttcaagc aagacctggt catctggccg 900 

tccctcttct tctgggtggt ggccttcaca tttgctaatt cagccctaaa ccccatcctc 960 

tacaacatga cactgtgcag gaatgagtgg aagaaaattt tttgctgctt ctggttccca 1020 

gaaaagggag ccattttaac agacacatct gtcaaaagaa atgacttgtc gattatttct 1080 

SSC 1083 

<210> 3 
<21 1> 361 
<212> PRT 
<213> Mouse 
<400> 3 

Met Ser Pro Glu Cys Ala Gin Thr Thr 
5 

Leu Asp Gin Val Asn Arg Thr His Phe 
20 25 
Gly Asp His Arg Leu Val Leu Ser Val 
35 40 



Gly Pro Gly Pro Ser His Thr 
10 15 
Pro Phe Phe Ser Asp Val Lys 
30 

Val Glu Thr Thr Val Leu Gly 
45 
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Leu 


He 


Phe 


Val 


Val 




50 








Val 


Ala 


Arg 


Arg 


Arg 


65 










Leu 


Phe 


Cys 


Ala 


Asp 










85 


Val 


Val 


Arg 


Trp 


Thr 








100 




Leu 


Leu 


Phe 


Tyr 


Val 






115 






Leu 


Ala 


Ala 


Val 


Ser 




130 








Arg 


Gly 


Leu 


Ser 


Gly 


145 










Phe 


lie 


Trp 


Gly 


Tyr 










165 


Phe 


Arg 


Val 


Val 


Pro 








180 




He 


Cys 


Thr 


Leu 


Asp 






195 






Val 


Phe 


Phe 


Val 


Thr 




210 








lie 


Ser 


Tyr 


Ser 


Lys 


225 










Leu 


Thr 


Leu 


Ser 


Leu 










245 


Gin 


Gin 


Asp 


Tyr 


Arg 








260 




Phe 


Phe 


lie 


Met 


Trp 



2 0 0 3-0 1 



Ser 


Leu 


Leu 


Gly 


Asn 




55 








Arg 


Arg 


Gly 


Ala 


Thr 


70 










Leu 


Leu 


Phe 


Thr 


Ser 










90 


Glu 


Ala 


Trp 


Leu 


Leu 








105 




Met 


Thr 


Met 


Ser 


Gly 






120 






Leu 


Glu 


Arg 


Met 


Val 




135 








Pro 


Gly 


Arg 


Arg 


Thr 


150 










Ser 


Ala 


Leu 


Ala 


Ala 










170 


Gin 


Arg 


Leu 


Pro 


Gly 








185 




Trp 


Pro 


Asn 


Arg 


lie 






200 






Leu 


Asn 


Phe 


Leu 


Val 




215 








lie 


Leu 


Gin 


lie 


Thr 


230 










Ala 


Tyr 


Ser 


Glu 


Ser 










250 


Leu 


Phe 


Arg 


Thr 


Leu 








265 




Ser 


Pro 


lie 


lie 


He 



0 0 0 1 



Val 


Cys 


Ala 


Leu 


Val 




60 








Ala 


Ser 


Leu 


Val 


Leu 


75 










Ala 


lie 


Pro 


Leu 


Val 










95 


Gly 


Pro 


Val 


Val 


Cys 








110 




Ser 


Val 


Thr 


lie 


Leu 






125 






Cys 


lie 


Val 


Arg 


Leu 




140 








Gin 


Ala 


Ala 


Leu 


Leu 


155 










Leu 


Pro 


Leu 


Cys 


lie 










175 


Gly 


Asp 


Gin 


Glu 


lie 








190 




Gly 


Glu 


He 


Ser 


Trp 






205 






Pro 


Gly 


Leu 


Val 


lie 




220 








Lys 


Ala 


Ser 


Arg 


Lys 


235 










His 


Gin 


lie 


Arg 


Val 










255 


Phe 


Leu 


Leu 


Met 


Val 








270 




Thr 


lie 


Leu 


Leu 


lie 



111/ 

Leu 

Asn 

80 

Leu 

His 

Thr 

Arg 

Ala 

160 

Leu 

Pro 

Asp 

Val 

Arg 

240 

Ser 

Ser 

Leu 
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atgtcccctg agtgtgcaca gacgacgggc cctggcccct cgcacaccct ggaccaagtc 60 
aatcgcaccc acttcccttt cttctcggat gtcaagggcg accaccggtt ggtgttgagc 120 
gtcgtggaga ccaccgttct ggggctcatc tttgtcgtct cactgctggg caacgtgtgt 180 
gctctagtgc tggtggcgcg ccgtcggcgc cgtggggcga cagccagcct ggtgctcaac 240 
ctcttctgcg cggatttgct cttcaccagc gccatccctc tagtgctcgt cgtgcgctgg 300 
actgaggcct ggctgttggg gcccgtcgtc tgccacctgc tcttctacgt gatgacaatg 360 
agcggcagcg tcacgatcct cacactggcc gcggtcagcc tggagcgcat ggtgtgcatc 420 
gtgcgcctcc ggcgcggctt gagcggcccg gggcggcgga ctcaggcggc actgctggct 480 
ttcatatggg gttactcggc gctcgccgcg ctgcccctct gcatcttgtt ccgcgtggtc 540 
ccgcagcgcc ttcccggcgg ggaccaggaa attccgattt gcacattgga ttggcccaac 600 
cgcataggag aaatctcatg ggatgtgttt tttgtgactt tgaacttcct ggtgccggga 660 
ctggtcattg tgatcagtta ctccaaaatt ttacagatca cgaaagcatc gcggaagagg 720 
cttacgctga gcttggcata ctctgagagc caccagatcc gagtgtccca acaagactac 780 
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cgactcttcc gcacgctctt cctgctcatg gtttccttct tcatcatgtg gagtcccatc 840 

atcatcacca tcctcctcat cttgatccaa aacttccggc aggacctggt catctggcca 900 

tcccttttct tctgggtggt ggccttcacg tttgccaact ctgccctaaa ccccatactg 960 

tacaacatgt cgctgttcag gaacgaatgg aggaagattt tttgctgctt cttttttcca 1020 

gagaagggag ccatttttac agacacgtct gtcaggcgaa atgacttgtc tgttatttcc 1080 

age 1083 

<210> 5 
<21 1> 20 
<212> DNA 

<213> Artificial Sequence 
< 220 > 

<400> 5 

gctgtggcat gcttttaaac 20 

<210> 6 
<21 1> 20 
<212> DNA 

<213>. Artificial Sequence 
< 220 > 

<400> 6 

cgctgtggat gtctatttgc 20 

<210> 7 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
< 220 > 

<400> 7 

agttcatttc cagtaccctc catcagtggc 30 
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[Hi] h >g£ (Palmitoleic acid) 30^ 

iNLtzt a 2 mm<oc 0 u n t 

s fiMftC a 2 i m e (sec.) 

(#) Itm-fo Ol±K M 4 2 7 3MCH0-K 1 
1 4 2 7 3MCH0-K1*, 01 1 4 2 7 3 
3>fn-;K7)CH0-KliE^to 

[EI2] V y-JUm (linoleic acid) 3 0 fx Ltz t § <D 

mi*ic a 2 +mm(vmt*m^tzMimzm'fo iioco u n t s tittle 



a 2 Hi©T i me (sec.) (i*9- > 

(#) *7f:ir 0 Ofi 1 4 2 7 3HSCH0-K 1«, 1 4 2 

7 3MCH0-K 1«> Dt± 1 4 2 7 3 £^?&LTV'&V'n > h n-;v<75C 
HO-KliM/Tto 



[m3] y —') y U>M (y — 1 i n o 1 e n i c acid) 30 ,uM£$s2in 
Lfzt a 2 o u n t s 

a 2 ^#<7) T i me (sec. ) lt^yy°ju 

&] 1k<DWF£tf&M (#) Ofi 1 4 2 7 3 3^1 C H O - K 1 AJi'r 

>7^ 1 4 2 7 3H5CH0-K 1 1 4 2 7 3 h 

D-^CH0-Kl«^to 

Im4] Ty*F>M (arachidonic acid) 30 /u M^ri^jn L 
fztzmmftc a 2 +mm<vmbZM^fzmM£m-fo aoc 0 u n t s a 

«F*3C a 2 +jfc9f*^-*-^fcgfta? % i#©T i me (sec. ) 

Jm&vvzmmM (m *m-r 0 0111427 3 MCHo-Kim Ad-?7 

* 1 4 2 7 3HICHO-K llffl^ □( 4 1 4 2 7 3 SrfiMlLTV'&i^n > h n 
-;v<7)CHO-Kl«^to 

[0 5] >j§£ (docosahexaenoic acid, 

DHA) 3 0 juMfrffijjnLfzb § C a 2 +WkJ£<QM1b&M^fzffiM%7F: 

i~o Ii®C o u n t s a 2 + t|(0T i m e 

(sec. ) (m z^-to 0 ( 11427 3^0 

HO-K 1M, 1 4 2 7 3MCH0-Klfc 0114 2 73 
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% 



12 003-010001 



£3I^LTv*&v>=i> bo-;i/OCHO-Kl»^t 0 
[0 6J t h#StHT*0 1 4 2 7 3 mRNA0Ha^^^t ( 






: 115/E 
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: i/e 



i*m%] mmm 
mm] 

[iiM] Y/T's? h<DX? v 

: 1 t tz (±@e^!J#-^ : 3 T^t> £ ti%> T ^ J mm t |?I 
— & L < <7)T< >'BfcK^J*^-r*G$6«&&S! Hr^-g 

[3&I3] &L 
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i/e 

#12 003-010001 
ill I A I I ffi t 



i . h 

ft ^ 



[000002934] 

1 9 9 2^ 1 H 2 2 H 

^EJff^cE'iU^JfelZjtflEWEgTB 1 # 1 -3- 



